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FOREWORD 


Because of the close relationship between internal medicine and dermatology and 
the therapeutic rationale of the sulfonamides, histamines, and antibiotics, the 
QuaRTERLY Review oF INTERNAL AND DERMATOLOGY supplies, within the 


covers of one journal, the supplemental and corroborative data which could not 


properly be covered in a publication restricted to one or the other of the two special- 


ties. Original articles as well as abstracts selected from over 2,000 medical journals 


all over the world by qualified editors enable the busy internist, dermatologist, and 
general practitioner to keep abreast of the current literature on these related fields. 


A section entitled International Record of Internal Medicine and Dermatology is 
to be included at the beginning of the journal. This Record Section will consist of 
advanced experimental and clinical reports. 


The abstracts are grouped under the following sections: 


MEDICINE 


Infectious Diseases Gastrointestinal Disorders and Diseases 
Chemotherapy of Infectious Diseases Blood and Lymphatic Disorders and Diseases 
Diseases Caused by Animal Parasites Allergic Disorders and Diseases 

Respiratory Disorders and Diseases Deficiency Diseases and Metabolic Disorders 
Cardiovascular Disorders and Diseases Nervous and Muscular Disorders and Diseases 


Genitourinary Disorders and Diseases Miscellaneous 
DERMATOLOGY BOOK REVIEWS 


SYPHILOLOCY NEWS, NOTES, AND COMMENTS 


Published Quarterly hy 


THE WASHINGTON INSTITUTE OF MEDICINE 
1708 MASSACHUSETTS AVE., N.W., WASHINGTON 6, D.C. 


Félix Marti Ibanez, M.D. 
Editorial Director and International Editor 
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A cumulative cross reference index is included in the final issue of each volume. Subscription rate: 
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Clinical Evaluation of IN-Ethyl-O-Crotono-Toluide 
(Eurax*) As An Antipruritic 


Albert Soifer, M.D. 
FOREST HILLS, NEW YORK 


Hafenreffer,| more than 200 years ago, stated that “Pruritus is that disagreeable sen- 
sation which excites the desire to scratch.” Itching is the chief symptom which drives 
the patient with a dermatologic condition to seek relief. Loss of sleep, inability to work, 
personal and social embarrassment may be most distressing to the patient, and also to 
the physician who is called upon for relief. A survey of recent literature reveals many 
new topical, oral, or parenteral measures offered for the relief of pruritus, indicating the 
widespread interest in the subject. The most popular of these have been the antihistaminics. 
These drugs are taken orally, applied to the skin as ointments or creams, or given by in- 
jection. The antihistaminics have been found most effective in asthma, hay fever, and 
allergic dermatoses. Millions of antihistaminic cold tablets are being consumed by the 
general population since they became available without a doctor’s prescription. 


It is now generally acknowledged that occasional serious reactions to those drugs do 
occur and the patient taking any one of them must be closely watched. Furthermore, they 
are not always anti-allergic,? and the possibility of drug eruptions’ and even alarming 
systemic effects, whether used orally or topically, have been reported.* When any anti- 
histaminic is used topically, the problem of sensitization becomes an important factor.*-* 


*We are indebted to the Geigy Co., Inc., of New York City for supplies of 10 per cent N-ethyl-o- 
crotono-toluide cream (Eurax) used in this study. 
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Moreover, it has been demonstrated that some patients who become sensitized to 
an antihistaminic may become cross-sensitized to other antihistaminics, or to even unre- 
lated substances as Senne, para-aminobenzoic acid, local anesthetics, azo 
dyes, and some of the sulfa drugs.*® * 

A thorough knowledge of local or generalized causes of pruritus am the selection of 
the proper topical medication for each case are necessary before any degree of success 
in handling this type of patient can be attained. The patient is unconcerned whether the 
physician believes the etiology of his itching is local, central, or internal. He demands 
relief from itching, and when this is obtained, he will be found willing to wait until the 
cause is discovered and removed. 

In his report on the use of N-ethyl-o-crotono-toluide as a scabicide and antipruritic, 
Couperus™ quotes other authors who have outlined the characteristics of a good scabicide. 
With few changes, these characteristics apply to a good antipruritic: 


1. It must relieve itching promptly and for prolonged periods. 
2. It must be harmless to the patient, nonirritating, nontoxic, and must have a low 
index of sensitization. 


It must be easily applied and removed. 
It must be esthetically and cosmetically acceptable to the patient. 


It must not stain clothing or linen. 


It must be effective against mycotic or bacterial infection if present. 


It must be readily available at a reasonable price. 


Shortly after Domenjoz'* reported on the parasiticidal action of a new synthetic com- 
pound, N-ethyl-o-crotono-toluide, Burckhardt and Rymarowicz™ reported its first clinical 
use on 326 cases of scabies of which 252 were examined following completion of treatment. 
In addition to its effectiveness against scabies, the authors were struck by the prompt 
relief of itching and the favorable effect on secondary infection and cases of impetigo. 
These findings have been substantiated by other observers since that time. 

N-ethyl-o-crotono-toluide (Eurax) has the following structural formula and is marketed 
as a water washable cream containing 10 per cent of the active drug:'* 


CH; 


CH, — CH — CH —CO—N— . 


The active substance is a colorless, odorless, oily liquid with a specific gravity of 1.009 
and a pH of 6. It is almost insoluble in water, but readily dissolves in oils, fats, alcohol, 
acetone, and ether. According to Domenjoz, it was found nontoxic and nonirritating to 
laboratory animals. Subsequent investigation proved it nontoxic and relatively nonirri- 
tating in man. The lethal dose for mice was 1600 mg./Kg. and for rats 1500 mg./Kg. 

In this country the effectiveness of N-ethyl-o-crotono-toluide as an antipruritic has 
been reported by Couperus,’* Tronstein,’® and Peck and Michelfelder.** These observers 
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found the preparation nontoxic and only rare instances of proved sensitization. Goldman 
in his study of insect repellents and toxicants found N-ethyl-o-crotono-toluide “an ef- 
fective scabicide with prompt relief of pruritus also. In our experiments we have observed 
no dermatitis and no suggestions of any toxic reactions.’ The Orlando Florida Lab- 
oratory of the Bureau of Entomology and Plant Quarantine of the Agricultural Research 
Administration suggests the use of a cream base with liquid repellents.** 


This report is a clinical evaluation of 10 per cent N-ethyl-o-crotono-toluide in a vanish- 
ing-cream base (Eurax). A total of 159 patients was treated, of which 117 were ob- 
served for a sufficient period to warrant use in this report. These cases were obtained 
from the inpatient and outpatient dermatology service of Queens General Hospital,* from 
private practice, and a few cases were obtained from staff members of Queens General 
Hospital dermatology department. All patients who had pruritic lesions or who complained 
of pruritus without skin lesions were treated routinely regardless of age, sex, type of 
dermatosis, or duration of the disease. All patients were instructed to apply the cream 
as frequently as necessary to control itching. No other medication was used by clinic 


TABLE | 
Effect of N-Ethyl-O-Crotono-Toluide (Eurax) on Pruritus 


Total No. No. Wks. Very Moderately Poor or 
DIAGNOSIS of Cases Treated Effective Effective No effect 


Eczematous dermatitis 21 6 16 3 2 
Pruritus ani, vulvae, scroti 16 5 12 2 2 
Neurodermatitis (lichen chronicus simplex) 

and atopic dermatitis 
Impetigo 
Stasis dermatitis 
Dermatophytosis and/or vesicular 

dermatitis (“id”) of hands 
Psoriasis 
Generalized pruritus including senile pruritus. 
Seborrheic dermatitis 
Pityriasis rosea 
Pediculosis pubis 
Scabies 
Erythroderma 
Mycosis fungoides 
Pemphigus vulgaris, p. erythematosus 
Insect bites 
Lichenoid and discoid exud. derm. 
Pruritus of pregnancy 
Fixed drug eruption 
Hypertrophic lichen pl 
Dermatitis herpetiformis ... 
Nummular eczema 
Otitis externa 


ooo 


12 7 
(83.7%) (10.4%) (5.9%) 


*From the Dept. of Dermatology and Syphilology, Queens General Hospital, Jamaica, N. Y.—Ida J. 
Mintzer, M.D., Director. 
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patients. Some of the private patients, in addition to the cream, received one of the anti- 
histaminics orally, superficial x-ray therapy, ultraviolet light, bland lotions, or some 
form of tar. 


RESULTS 


A total of 23 dermatologic entities are represented in the accompanying table. Of the 
117 cases, 98 (83.7 per cent) obtained prompt and complete relief of itching; 12 (10.4 
per cent) obtained moderate relief, and 7 (5.9 per cent) patients obtained little or no relief. 
Eight (6.8 per cent) cases showed sufficient local irritation to discontinue use of the cream. 
These responded promptly to wet dressings or soothing ointment or paste, after which 
the cream could be reapplied. Four cases were patch-tested with the active principle and 
with the vanishing-cream base alone. All 4 were found sensitive to the cream base. The 
other 4 patients were not tested because they failed to return. 


Most cases obtained relief from 4 to 8 hours before the cream had to be reapplied, and 
in most instances it was effective as long as it was used. Eczematous dermatitis, genital 
pruritus, and neurodermatitis comprised the largest groups treated. It was soon apparent 
that patients with acute eczematous dermatitis or any other weeping or oozing dermatosis 
could not tolerate the cream. It caused burning and frequently increased the oozing. These 
patients were treated with wet dressings until the acute phase subsided, after which the 
medication was acceptable. Cases of chronic, recurrent, lichenified eczematous dermatitis 
were often dramatically benefitted, and the preparation was most welcome while a search 
was being made for the offending allergen. 


There were 19 cases of neurodermatitis, 4 of which were of the disseminated (atopic) 
type. Many of these patients had been treated with a variety of topical preparations with 
either unsustained or poor results. All of these patients obtained either complete or mod- 
erate relief of itching whenever N-ethyl-o-crotono-toluide cream was applied. The 2 cases 
in this group who found the cream irritating were cases of atopic dermatitis, and they 
gave a history of intolerance to previous antipruritics. 


There were 16 cases of pruritus ani, vulvae, or scroti. The cream was very effective in 
12 cases, moderately so in 2, and without result in 2 others. These patients had had the 
condition for relatively long periods and had used a multitude of topical remedies with 
either unsatisfactory or unsustained results. One case of chronic, persistent, severe pruri- 
tus vulvae of five years’ duration was seen in consultation after vulvectomy had been con- 
templated. When first examined, this patient had an acute dermatitis of the vulvopubic 
area due to injudicious local therapy. Treatment consisted of wet dressings in conjunction 
with N-ethyl-o-crotono-toluide cream. Relief was prompt and continuous. She subse- 
quently developed an eczematous dermatitis of the arms and neck and, at the time of this 
report, she is under investigation by the allergy section of the dermatology service of 
Queens General Hospital. The pruritus vulvae has been replaced by occasional mild 
burning which can be controlled by other standard preparations. 


Several of the patients in this group were treated with other routine measures. How- 
ever, these were unsatisfactory and could not be used during the day. The cream was 
especially useful since the base is quickly absorbed and does not stain the clothing. In 
other patients the cream had to be applied at night as well, because other measures failed 
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to relieve the itching and interfered with sleep, One case of persistent anal itching in a 
physician which occurred during and following oral aureomycin therapy for another 
condition responded to Eurax after many previous measures had failed. 

It is admitted that many of the self-limited dermatoses, and even some of the others, 
could have been benefitted by other antipruritic medications when first seen. Reiss and 
Kern found 28.3 per cent of 161 patients relieved of pruritus from carbowax base alone.* 
On the other hand, we observed long-standing cases of genital pruritus, neurodermatitis, 
chronic lichenified eczematous and chronic mycotic dermatidides, mycosis fungoides, stasis 
dermatitis, senile pruritus, erythroderma, and hypertrophic lichen planus obtain relief from 
severe itching with N-ethyl-o-crotono-toluide cream after all other measures had failed. 
The case of lichenoid and discoid exudative dermatosis found Eurax “the best anti- 
pruritic he ever saw,” but the preparation could not be used because erythema and oozing 
appeared shortly after it was applied. This patient’s skin was highly sensitive to almost all 
topical medication, and severe reaction to adhesive tape prevented patch test studies. 
Occasionally, we substituted another preparation without knowledge of the patient; at 
other times the patient was instructed to use the cream on one extremity and some other 
antipruritic on the opposite member. With very few exceptions, patients found Eurax 
preferable. 

Except for an immediate sensation of warmth which lasted 5 to 15 minutes, there were 
no toxic effects noted even when used over the general body surface for long periods of 
time. The cream was found effective and nonirritating to infants and the aged alike. Most 
cases were treated for three weeks or longer. The longest period of observation was nine 
months. One patient with pityriasis rosea complained of the waxy feel of the cream; 


another patient, a physician, with neurodermatitis of the chin, found it objectionable be- 
cause it caused increased sweating in the areas where it was used. 


The mechanism of the cream’s antipruritic action is unknown. Couperus believed the 
antipruritic effect is specific. Studies of the bacteriostatic effect of N-ethyl-o-crotono-toluide 
showed it to be effective against Staphylococci and Streptococci.’* Peck has observed its 
fungistatic quality using Sabouraud’s dextrose agar inoculated with Trichophyton 
gypseum.’® These qualities would explain the cream’s effectiveness in conditions where 
bacterial or mycotic infection plays a role. Otherwise, we have observed no effect on the 
dermatosis itself, unless relief of itching prevented scratching and, as a result, stopped 
impetiginization or lichenification. Because N-ethyl-o-crotono-toluide cream had little or 
no effect on the course of the condition treated, we often combined it with tar ointment 
or the tar was used at night and the antipruritic cream during the day. 


SUMMARY 


Ten per cent N-ethyl-o-crotono-toluide in a water-washable cream was used in a wide 
variety of pruritic dermatoses, and of the 117 cases treated it was found to be an effective 
antipruritic in 94.1 per cent. There was mild local irritation in 8 cases (6.8 per cent) 
and no instance of sensitization. The antipruritic action lasted from 4 to 8 hours and 
was continued as long as the cream was used. We believe the preparation is a valuable 
addition to the antipruritic formulary. 


CLINICAL EVALUATION OF EURAX Albert Soifer + 5 
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ABSTRACTS 


internal medicine 
INFECTIOUS DISEASES 


Influenza Viral Infections in Boston, September 1947 to August 1949. A Study of the 
Serologic Response of Patients and of the Antigenic Differences Among the 
Influenza Viruses That Were Isolated. MAXWELL FINLAND. Boston, Mass. J. Lab. & 
Clin. Med. 37:88-103, Jan. 1951. 


The experiences with the use of inhibition of chicken cell agglutinin as a clinical 
laboratory test over a period of two years, using only the PR 8 strain of influenza A 
and the Lee strain of influenza B virus, were reviewed. In a total of 383 patients, the 
results were considered “diagnostic” of influenza viral infection in 41 patients, and 
evidence of possible influenza viral infection was obtained in 25 additional cases. 
The findings indicated that influenza was epidemic in Boston only during March 1949, 
and that although influenza A viral infections predominated, some influenza B viral 
infections also occurred during that month. Sporadic cases of infection with either 
influenza A or influenza B also occurred in at least 12 of the 24 months of this study. 

Virus isolations from clinical cases confirmed the prevalence and predominance of 
influenza A in March 1949, and the additional occurrence of influenza B during that 
month. Only one sporadic case, in December 1947, was discovered by isolation of a 
virus, and in that patient the serologic results were not diagnostic. 

A more detailed serologic study in the patients from whom influenza viruses were 
isolated indicated that the complement fixation test is more reliable than the agglutinin 
inhibition or egg neutralization test for the serologic diagnosis of influenza. However, 
this test does not reveal antigenic differences among strains, at least in adult patients. 

The antigenic relationships of 12 newly isolated viruses were studied with the use 
of immune rabbit serums. Agglutinin inhibition tests with heated but otherwise 
untreated serums gave suggestive antigenic patterns, but the results were not satis- 
factory. The in ovo neutralization test, utilizing the allantoic route, proved highly 
satisfactory with the same immune rabbit serums. The latter tests showed that 9 of 11 
strains isolated in March 1949 were antigenically identical; they were related to the 
FM, and EB strains of influenza A isolated in 1947, but were clearly distinct from 
these and from all other type A strains that were tested. The other 2 strains isolated 
at that time were antigenically closely related to each other and, although related to 
both the Lee and BON strains of influenza B, were clearly distinct from either of them. 
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The PW strain, isolated in December 1947, was antigenically distinct from any of 
the other strains, but it was related to the 2 type B strains isolated in March 1949 and, 
to a less extent, to the BON strain. 7 references. 6 tables.—Author’s abstract. 


Atypical Pneumonia. C. H. STUART-HARRIS. Sheffield, England. Brit. M. J. 4695:1457-61, 
Dec. 30, 1950. 


Primary atypical pneumonia is a syndrome with varied symptomatology suggesting 
an ill-defined respiratory tract infection rather than pneumonia. Radiologic changes, 
usually more extensive than clinical signs suggest, are often characteristic—diffuse 
and hazy—but miliary mottling may also occur. Lack of response to therapy with 
sulfonamides and penicillin aids in differentiation from ordinary bacterial pneumonia. 

The syndrome may be due to agents of the psittacosis group of viruses, to rickettsial 
infection (Q fever), or the influenza viruses, but the cause of the majority of cases 
occurring in the past 10 years has not been defined. 

Epidemiology varies from sporadic cases to explosive outbreaks according to the 
causative agents. Family infection and case to case spread is found in cases of unde- 
termined etiology as well as in psittacosis. Incubation period is 5 to 19 days. Incidence 
increases in periods of increase of undifferentiated acute respiratory disease. 

Diagnosis is based on the total clinical picture, but a rise in the titer of agglutinins 
for human red cells in the cold is present in many of the cases of undefined etiology. 
Specific viral tests are available for defined agents of psittacosis group, influenza, and 
Q fever. 

Treatment by aureomycin gives promise of success, irrespective of the particular 
etiology, but requires further exploration. 31 references.—Author’s abstract. 


Primary Atypical Pneumonia. s. Pp. BEDSON. London, England. 4695:1461-63, Dec. 
30, 1950. 


Primary atypical pneumonia is a syndrome which can be produced by a variety of 
micro-organisms. Although the name is not ideal, it is retained for want of a better 
alternative. The term virus pneumonia, preferred by some, is not acceptable since a 
rickettsia and a fungus are capable of producing this syndrome and also because not 
all virus pneumonias have the characteristics of primary atypical pneumonia. Among 
the viruses known to produce this syndrome, the first established in this role were the 
viruses of the psittacosis group. The natural host range of these viruses is much wider 
than at one time believed, and the chances of man being infected are, therefore. much 
greater. Available evidence suggests that approximately 10 per cent of cases of 
primary atypical pneumonia are due to psittacosis viruses. Mention is made of 
Coccidiodes immitis and R. burneti as causal agents of this syndrome, and the possi- 
bility that a few cases may be due to the virus of lymphocytic choriomeningitis is 
considered. In the vast majority the agent has yet to be established. The claims of the 
virus described by Eaton and his colleagues are discussed. The value of the examina- 
tion of the patient’s serum for cold agglutinins and agglutinins for the M.G. strepto- 
coccus is mentioned. 17 references.—Author’s abstract. 
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Non-Bacterial Pneumonias. JEROME SYVERTON. Minneapolis, Minn. Dis. Chest. 
18:456-77, Nov. 1950. 


In recent years evidence has accumulated of the successful application of present 
knowledge and of new developments in the field of diagnostic bacteriology and 
virology by the disentanglement with fair regularity of successive new entities from 
the “scrap pile” commonly referred to as “virus pneumonia,” “interstitial pneumonia,” 
“atypical pneumonia,” or “nonbacterial pneumonia.” Many factors are responsible 
for the disentanglement and recognition of successive etiologic entities from the com- 
plex. The process has been facilitated (1) by the ready availability and common 
employment of chemotherapeutic and antibiotic agents for treatment, thereby elimin- 
ating effectively most bacterial agents; (2) by the increasingly frequent use of 
roentgenography for the study of any case of suspected pneumonia; (3) by the 
realization in hospital practice that the need is for more, rather than less, precise 
bacteriologic diagnosis because of the specificity of antibacterial agents and the possi- 
bility through adaptation of the appearance of resistant bacteria; and (4) by the 
development and application of new diagnostic laboratory methods. 

This review of the nonbacterial pneumonias emphasizes: 


1. The importance of the nonbacterial pneumonias, as a component in the group 
of pulmonary infections designated clinically and pathologically as pneumonia, is 
of recent recognition. From 5 to 70 per cent of all pneumonias are nonbacterial. 


2. The causative agents are known to include a wide variety of microbiologic 
agents and their products, such as viruses, rickettsia, fungi, protozoa, toxins, and 
allergens. 


3. The more usual pathologic, roentgenologic, and clinical pictures are essentially 
the same for this wide range of etiologic entities, but variable differences occur 
between successive cases of the same entity and of different entities. 


4. Separation into etiologic entities must be accomplished by laboratory studies. 


5. The facilities available in many diagnostic laboratories are inadequate to cope 
with the problem of the isolation and specific identification of viruses. For this 
approach, a specialized laboratory, and, more particularly, specialized personnel are 
needed. Since the approach is simple and, in essence, that which is applied for the 
diagnosis of a bacterial disease, attempts should be made to establish a specific 
diagnosis by isolation of the virus from materials or tissues derived from the patient 
and by its identification or, when that is not possible, to establish the diagnosis in 
retrospect by examining the patient’s serum for specific anti-bodies. 


6. The general recognition that such widely different biological agents as viruses, 
fungi, protozoa, and allergens may be the causative agents of nonbacterial pneumonia 
should stimulate the efforts of both the laboratorian and the clinician to direct their 
efforts toward making a specific diagnosis before antibiotic therapy is undertaken and 
not to be satisfied by nonspecific antibiotic “shot-gun” therapy. 45 references. 8 tables. 
—Author’s abstract. 
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2 Studies on The Sequelae of Acute Infectious Hepatitis. joserH post. New York, N. Y. 
B: Ann. Int. Med. 33:1378-97, Dec. 1950. 
¢ 1. One hundred fourteen patients who had acute infectious hepatitis were observed 


during a 21 month period, from 7 to 70 months after the acute illness. Most patients 
recovered completely. 

2. Gastro-intestinal symptoms were the most common physical complaints. When 
these persisted for 9 to 70 months after the acute illness, they were usually associated 
with chronic liver disease. 

3. Jaundice, palpable liver, and spider angiomas were the most common physical 
signs associated with chronic liver disease. 

4. Elevated icterus index and/or bilirubin and positive cephalin reaction were the 
most commonly encountered abnormal laboratory tests. 

5. Of 44 patients with evidence of sequelae, 29 had one to three recurrences of 
jaundice, 9 had chronic jaundice, and 6 had prolonged convalescent states. 

6. Recurrent jaundice (twice) is compatible with normal liver histology 56 months 
after the acute illness. On the other hand, cirrhosis of the liver may develop 14 months 
after the initial illness. : 

7. Repeated observation and testing seem essential to the adequate evaluation of 
the patient who has had acute infectious hepatitis. 26 references.'5 figures. 2 tables. 
—Author’s abstract. 


CHEMOTHERAPY OF INFECTIOUS DISEASES 


Studies Relative to the Chemotherapy of Bacterial Endocarditis. M. H. NATHANSON, 
and R. LIEBHOLD. Los Angeles, Calif. Ann. Int. Med. 33:1224-31, Nov. 1950. 


The uniformly fatal character of bacterial endocarditis and the failure of various 
antibacterial agents, prior to the use of pencillin, has not been adequately explained. 
Certain observations suggest that the disease persists because natural defense mech- 
anisms and antibacterial agents are unable to inhibit the bacterial growth in the 
thrombotic lesion on the heart valve. The organisms in the vegetations are separated 
from the blood stream by a layer of fibrin, and it has been shown that many anti- 
bacterial agents penetrate fibrin poorly or not at all. The purpose of this study was to 
determine the influence of fibrin on the antibacterial action of ineffective drugs (the 
sulfonamides) and effective drugs (penicillin and streptomycin). 

Procedure: A modification of the cup assay method for penicillin was used. Agar 
plates were prepared with Bacillus subtilis as the test organism. Fibrin plates were 
prepared using fraction 1 human plasma to which bovine thrombin was added and a 
spore suspension of B. subtilis. Penicillin assay cups were placed on these media. 
Sulfathiazole and sulfadiazine produced zones of inhibition around the cups in the 
agar plates but none in the fibrin plates. Varying concentrations of penicillin produced 
zones of clearing of approximately equal size in both agar and fibrin plates. It was 
Ti also shown that the addition of fibrin to sulfonamides did not impair their anti- 
~~, bacterial activity, indicating that fibrin does not inactivate sulfonamides and that their 
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inactivity in fibrin is due to a failure to penetrate fibrin. It was also shown by the 
agar and fibrin plate procedure that streptomycin shows antibacterial activity in 
fibrin. These observations suggest that the persistence of the infection on the valve in 
bacterial endocarditis is the result of a fibrin barrier which protects the bacteria from 
antibacterial agents. The indication is that a compound’s therapeutic efficiency depends 
on its ability to penetrate fibrin. 6 references. 2 figures. 3 tables—Author’s abstract. 


Bacteriologic Studies of the Newer Antibiotics: Effect of Combined Drugs on Micro- 
organisms. SOPHIE spiceR. New York, N. Y. J. Lab. & Clin. Med. 36:183-91, Aug. 
1950. 


A study has been made of the in vitro effect of aureomycin, chloromycetin, strepto- 
mycin, dihydrostreptomycin, penicillin, and bacitracin on bacterial strains of several 
species: Streptococcus viridans, St. hemolyticus, Klebsiella pneumoniae, Haemophilus 
influenzae, H. pertussis, Diplococcus pneumoniae, and Staphylococcus aureus, citreus 
and albus. 

It was found that all antibiotics tested have one characteristic in common, that of 
leaving a residue of viable organisms when applied to sensitive strains. However, the 
size of the residue varies with the drug as well as with the bacterial strain tested. 
Judging by the number of organisms destroyed and the number inhibited from multi- 
plying, penicillin is more active than either bacitracin or aureomycin on gram-positive 
bacterial strains. Tested with gram-negative organisms, chloromycetin seems to act 
best on Haemophilus pertussis and H. influenzae strains, whereas streptomycin appears 
to be most effective on the Klebsiella pneumoniae strains. 

Although the size of the residue seems to play a major part in the efficacy of a 
drug as an antibacterial agent, the character of the remaining viable members consti- 
tuting the residue is of equal importance. In this respect the antibiotics are not all 
alike. Penicillin leaves a sizable residue of viable organisms when applied to a sensi- 
tive strain, especially seen in Str. viridans cultures. However, these residual cells are 
not more resistant to the drug than the rest of the members of the bacterial strains. 
They are equally inhibited from multiplying by small as well as large amounts of 
penicillin, so that smal] as well as large doses have the same effect on these remaining 
organisms. Chloromycetin and bacitracin residual organisms are similar in character 
to those of penicillin. 

Streptomycin leaves small numbers of residual viable organisms when applied to 
sensitive strains. These remaining cells, however, are resistant to the drug, so that on 
several exposures to the antibiotic the strain may become streptomycin resistant. The 
speed with which this occurs seems to depend on the number of resistant members 
present in the original culture. Dihydrostreptomycin was found to act in every way 
like streptomycin. Aureomycin residual organisms are not more resistant to the drug 
than the other members of the bacterial strain tested. The effect of antibiotics used in 
pairs may be one of four types, namely, synergistic, additive, interfering, or indif- 
ferent, depending on the particular combination of drugs for a given bacterial strain. 
15 references. 4 tables.—Author’s abstract. 
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Anti-Chancroidal Drugs Tested by the Hetero-Inoculation of Bubo Fluid from the 
Treated Donor. k. R. WiLcox. London, England. Brit. J. Ven. Dis. 26:131-35, Sept. 
1950. 


The author has tested the efficacy of different drugs in aborting the experimental 
infection of chancroid following intradermal injection of 0.05-0.01 ml. of bubo fluid 
of proved virulence both into the donors themselves (Am. J. Syph. 34:378-82, 1950) 
and into other untreated volunteers (Arch. Dermat. & Syph. 62:533-39, 1950). The 
present article describes a further series of experiments in which the virulence of the 
bubo fluid of the donor was first proved by injection into others and then tested by 
injection into volunteers 24 hours and later after treatment with one of the drugs to 
be tested had commenced—thus demonstrating the power of the drugs concerned to 
render the bubo fluid avirulent by a curative rather than a prophylactic approach. 


Twelve experiments involved the injection of material from 11 treated donors (3 
with sulfathiazole, 2 with streptomycin, 1 with aureomycin, 1 with chloramphenicol, 
2 with neo-arsphenamine, and 3 with penicillin) into 75 recipients. The 11 donors 
(one of whom was used in two experiments) and 12 other untreated controls were 
also inoculated. 


Sulfathiazole (no takes in 10 others plus 3 donors) and streptomycin (no takes 
in 11 plus 2 donors) were both effective in rendering the fluid avirulent. Aureomycin 
was slightly less effective (the donor and 1 of 12 others showing a take) as was chlor- 
amphenicol with no takes in 5 but a doubtful take in the donor. Penicillin in sustained 
dosage, as by 600,000 units of POB daily, was also effective (no takes in 12 others 
but 1 take in the donor), while with single injections of 2.4 mega units of procaine 
penicillin with aluminum monostearate, there were no takes in 3 others but 1 of 
the 2 donors reacted. Neo-arsphenamine proved valueless, there being no less than 15 
takes in 21] untreated persons inoculated with material from the treated donor while 
a take was also rated in 1 of the 2 donors. 4 references. 2 tables.—Author’s abstract. 


Chioramphenicol-Fastness: Development in Vivo and Experimental Production in 
Vitro. M. MEADS, C. M. HARRIS, N. HASLAM, and W. CLINE. Winston-Salem, N. C. 
J. Clin. Investigation. 29:1474-79, Nov. 1950. 


Bacterial resistance to chloramphenicol developed during treatment with this drug 
in 9 of 33 gram-negative organisms isolated from the urine of 24 patients with chronic 
pyelonephritis. Fastness appeared in single or successive two- to eight-fold steps 
during the first week of therapy. In most instances it was associated with failure of 
treatment. Smal! numbers of bacterial variants exhibiting low degrees of fastness to 
chloramphenicol were demonstrated in a susceptible strain of Klebsiella pneumoniae. 
These variants had properties that were common to mutants and gave rise to other 
variants with higher degrees of drug-fastness than the parent organism. The clinical 
and laboratory observations suggest that chloramphenicol-fast strains are produced by 
a process of drug selection and successive mutation of rare drug-fast variants that 


exist in otherwise susceptible species of bacteria. 10 references. 2 figures. 2 tables. 
—Author’s abstract. 
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The Clinical Use of Neomycin. A Preliminary Report, JOHN R. WOLGAMOT and GAR- 
FIELD G. DUNCAN. Philadelphia, Pa. Pennsylvania M. J. 53:1264-68, Dec. 1950. 


A clinical investigation of neomycin therapy in 50 cases of bacterial infection is 
reported. It is active against certain gram-positive bacteria but more so against gram- 
negative organisms. In combating infections due to gram-negative bacilli—particularly 
Proteus, Escherichia coli, and Aerobacter aerogenes—neomycin appears to be of great 
value and in some instances may be life-saving. It is highly effective in the curative 
treatment of genito-urinary infections, but it is also applicable to a variety of other 
systemic and/or localized infectious disorders. In the dosage employed, neomycin was 
without apparent benefit in 7 cases of tuberculosis. Nephrotoxic and ototoxic effects 
were observed but, in the absence of intrinsic renal disease or prolonged previous 
streptomycin therapy, these were infrequent. It is believed that a daily intramuscular 
dosage of 1,500 to 2,000 units per Kg. of body weight in divided doses represents the 
safest adequate dosage for vulnerable bacterial infections. Larger doses may be 
employed in the presence of a highly resistant pathogen or when the initial dosage 
proves inadequate for control of symptoms due to a presumably amenable bacterial 
infection. At present, it is thought that treatment with neomycin should be undertaken 
only as a hospital procedure with concomitant studies of renal and eighth nerve 
function at regular intervals. Neomycin appears to occupy a minor, but unique and 
definite place in the field of antibiotic therapy, and its wider, supervised, clinical use 
is to be encouraged. 14 references. 4 tables.—Author’s abstract. 


The Occurrence of False Positive Tests for Albumin and Glucose in the Urine During 
the Course of Massive Penicillin Therapy. 8. WHIPPLE and Ww. BLOOM. Atlanta, Ga. 
J. Lab. Clin. Med. 36 :635-39, Oct. 1950. 


During the course of massive penicillin therapy (86 million units, average daily 
dose) for 28 days in the treatment of a patient with a resistant Streptococcus viridans 
endocarditis, positive tests for albumin and reducing substances in the urine were 
observed. The constant occurrence of these tests for albumin suggested that either 
albuminuria was occurring or that these reportedly positive tests might be false posi- 
tive. The appearance of reducing substances in the urine also suggested that this might 
be a false positive test and not represent glucose. 


In order to determine whether or not protein and glucose were appearing in the 
urine during massive penicillin therapy, 2 patients with normal renal function were 
given intravenous infusions of 20 million units of penicillin every six hours for a 
24 hour period. The infusions were given in 250 milliliters of diluent in a 10 to 15 
minute period. Strongly positive tests for albumin appeared in the urine within a 
half hour after the beginning of the penicillin infusions and continued to be present 
over a period of three to four hours. These tests were shown to be false positive in 
that there was no significant difference in the total nitrogen and nonprotein nitrogen 
fraction in the urine by the micro Kjaldahl method, Dialysis through a cellophane 
membrane was studied on those urines showing a maximum qualitative protein test, 
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and after dialysis there was no precipitate formation. A study of the isoelectric point 
of the precipitable substances appearing in the urine was shown to correspond to that 
of pure penicillin in distilled water. False positive tests for albumin (Robert's, 
Heller’s, Extous’, and Purdy’s) were shown to occur with known concentrations of 
penicillin in distilled water when the penicillin concentration was 8 to 9 thousand 
units per milliliter. Biologic assays for penicillin in the urine, at one-half hour, two 
and one-half hours, and four and one-half hours after the beginning of last infusion 
in one patient, showed a concentration of approximately 50,000 units per milliliter, 
7,000 units and 600 units respectively. 


Maximum concentration of reducing substances also appeared in the urines imme- 
diately following the infusions of penicillin. It was shown that these substances are 
not fermentable. Benedict’s test was carried out on known concentrations of penicillin 
in distilled water, and it was found that approximately 200 units of penicillin per 
milliliter of Benedict’s solution would produce a clear emerald green color and that 
23,000 units of penicillin produced a clear emerald green. 


Purdy’s test was shown not to give a typical reaction. The precipitate appears as 
the solution cooled and was more dense in the lower half. 


It was concluded that the substance producing the false positive tests for albumin 
and glucose is penicillin and that the occurrence of these tests represents penicillin 


occurring in extremely high concentrations in the urine. 10 references. 3 tables. 
—Author’s abstract. 


The Treatment of Typhoid Osteomyelitis with Chloramphenicol. WALTER V, MATTEUCCI. 
Philadelphia, Pa. J. Philadelphia General Hosp. 2:18-22, Jan. 1951. 


The authors report a case of typhoid osteomyelitis of the left femur which was 
successfully treated with chloramphenicol. This rare complication of typhoid fever 
appeared in this instance 13 years after the initial typhoid infection and was mani- 
fested by pain and the formation of multiple sinuses about the left knee and thigh. 
Salmonella typhi was isolated from the culture of the pus draining the sinuses. Within 
five days after the institution of chloramphenicol therapy, the patient improved symp- 
tomatically, and the cultures failed to show typhoid organisms. A total of 84 Gm. of 
chloramphenicol was given to the patient over a 19 day period. The lesions filled in 
slowly with granulation tissue and were completely healed six weeks after discontinu- 
ance of therapy. There was no recurrence of pain or local manifestation of infection 
following a 10 months’ period of observation. 


The authors stress the importance of maintaining high concentrations of chloram- 
phenicol in the plasma in infections of this nature. The plasma levels attained in the 
case reported were consistently 7 to 22 times greater than the concentration required 
in vitro to inhibit the growth of the infecting organism. It is suggested that medical 
treatment of typhoid osteomyelitis be given adequate trial before resorting to surgical 
procedures. 5 references. 5 figures. 2 tables.—Author’s abstract. 
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The Problem of Recurrences in Typhoid and Paratyphoid Fever Treated with Chlor- 
amphenicol (Le probleme des rechutes dans les fiévres typhoides et paratyphoides 
traitées par la chloromycétine). A. LAPORTE, D, FRITEL, G. RICORDEAU and C. 
BETOURNE. Hopital Claude-Bernard, Paris. Presse méd. 58:989-90, Sept. 23, 195). 


From their study of the mechanism of recurrences of typhoid and paratyphoid fever 
under treatment with chloramphenicol, the authors came to the conclusion that such 
recurrences are due to the fact that some of the bacilli are concealed in the mesenteric 
lymphatic glands, where they cannot be reached by the antibiotic on account of a 
deficient blood supply. Some form of “shock” therapy in conjunction with the use 
of chloramphenicol, therefore, appeared to be indicated, which would cause a vaso- 
dilaiation in this region that would result in exposing the bacilli to an adequate 
concentration of the antibiotic. In the treatment of 38 cases of typhoid and paratyphoid 
fever, vaccine therapy or fever therapy was used while chloramphenicol was being 
given, with the result that there was recurrence in only 2 cases or 5 per cent, rather 
than in 15 to 20 per cent, as has been observed with chloramphenicol alone. 10 
references. 


Failure of Absorption of Aureomycin and Terramycin Administered as a Retention 
Enema. MURRAY S. HOFFMAN, WILLIAM E. WELLMAN and WALLACE E. HERRELL. 
Rochester, Minn. Proc. Staff Meet., Mayo Clin. 25:463-64, Aug. 2, 1950. 


Studies were carried out to determine whether or not aureomycin and terramycin 
are absorbed into the blood stream after they have been administered rectally. If 
absorption were known to follow this method of administration, rectal administration 
might prove to be effective for those patients unable to tolerate the drug orally. 

Eleven persons were selected for the study. All patients had normal hepatic and 


TABLE 1 


Absorption of Terramycin Into Serum After Rectal Administration 


Terramycin in serum, hours after last dose 
Patient Ag Dose 4 12 24 


Single doses 


Multiple doses 
18 1 gm. every 3 hr. 
(4 doses) 
19 1 gm. every 3 hr. 
(4 doses) 
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3 43 1 gm. | 
4 43 2 gm. | 
5 53 2 gm. 
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renal function; moreover, the lower portion of their intestinal tracts was normal, so 
far as could be determined clinically and by routine laboratory tests. None of the 
patients had been receiving antibiotic agents prior to this study. Each dose of the 
antibiotic agents was suspended in 30 cc. of water and administered in the form of a 
retention enema. Each of 3 patients received one dose of 1 Gm. of terramycin. Of the 
8 remaining patients, 2 were treated according to each of the following four regimes: 
(1) ene dose of 2 Gm. of terramycin, (2) one dose of 1 Gm. of aureomycin, (3) one 
dose of 2 Gm. of aureomycin, and (4) four doses of 1 Gm. of terramycin per dose 
at three hour intervals. All patients received saline cleansing enemas one half hour 
before the initial doses of antibiotic was administered. All were observed carefully 
so that it could be certain that the enemas were retained for at least four hours after 
administration. 

Specimens of blood were drawn at 1, 4, 6, 8, 12 and 24 hours after administration 
of the solitary retention enema, or after the last enema among those patients who had 
received multiple doses. The content of terramycin and aureomycin in the blood was 
determined by the method previously described by Heilman and one of us (Herrell). 
Because of the known instability of aureomycin, specimens of blood to be used for 
determination of the content of this antibiotic were immediately refrigerated in dry 
ice until the determinations were made. In none of the specimens of blood from the 
11 patients was antibiotic activity demonstrable. 

Aureomycin and terramycin are not absorbed into the blood stream in detectable 
quantities when they are administered in the form of a retention enema. It is unlikely, 
in view of the foregoing observation, that terramycin or aureomycin would be thera- 


peutically effective when administered in this manner. 1 reference. 2 tables —Author’s 
abstract. 


Laboratory and Clinical Experience with Terramycin Hydrochloride. w. D. LINSELL 
and A. P. FLETCHER. London, England. Brit. M. J. 2:1190-95, Nov. 25, 1950. 


This paper describes the first experience in Britain with the antibiotic terramycin. 
In addition to experimental laboratory investigations with terramycin, experience in 
its clinical use in a variety of infections is reported. 

The first part deals with the solubility and stability of terramycin, its antibiotic 
spectrum, and the serum and urine levels obtained in experimental administration. 
Emphasis is laid on the fact that a majority of strains of Pseudomonas ceruginosa 
(pyocyaneus) are sensitive to concentrations of terramycin easily obtained in urine. 
Apart from this, the antibacterial activity does not greatly differ from that of aureo- 
mycin. The greater stability of terramycin in solution, as compared with aureomycin, 
makes it a more convenient antibiotic for laboratory tests. The methods of assay 
described are those commonly used for penicillin, streptomycin, and chloromycetin. 

The authors describe the results obtained in 29 cases of various infections. The 
relation between serum level, urine level, and oral dosage is shown in some detail, 
and graphs are given which show that, for optimal blood levels, a dosage schedule 
of between 70 and 90 mg. per Kg. of body weight daily in six hourly divided doses 
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give the best results. There is some indication that when the dose exceeds 90 mg. per 
Kg. daily a rapid rise in urinary level follows, suggesting that a “spill-over” effect 
is produced. 

The high fecal concentrations and the dramatic effect on the fecal flora are shown. 

In the 29 clinical cases described the value of terramycin in the treatment of 
urinary tract infection is emphasized; apart from Proteus vulgaris, P. morgani, and 
some atypical coliform bacilli and strains of Aerobacter aerogenes, all the common 
urinary pathogenic bacteria are sensitive, and infections due to these organisms 
respond dramatically and tend to remain cured unless there is some anatomic abnor- 
mality present. 

The only toxic symptoms that occurred in 8 of these cases were nausea and vomit- 
ing, and in only 1 case was the administration of the drug stopped. 15 references. 
5 figures.—Author’s abstract. 


DISEASES CAUSED BY ANIMAL PARASITES 


Aureomycin in Intestinal Amoebiasis. A Preliminary Report. A. HALAWANI, A, 
ABDALLAH and M. I. EL KoRDY. Cairo, Egypt. J. Roy. Egypt. M. A. 33:701-08, 1950. 


Aureomycin was used in the treatment of 12 cases of chronic intestinal amebiasis. 
Seven cases were treated with 500 mg. doses every six hours for seven consecutive days 
while the remaining 5 patients received the same dose for ten days; i.e., total doses 
of 14 and 20 Gm. being administered respectively. All cases were in-patients for a 
period of observation of 40 days. Stools were examined daily by the fresh smear 
method. Cultivation in hydatid fluid medium was carried out when a negative result 
was obtained in fresh smears and also at the end of the period of observation. 

In the first group, comprising 7 patients, 5 suffered from parasitic and clinical 
relapses, while in the second group, parasitic relapses occurred in 2 cases only within 
the period of observation. 

No serious toxic effects were encountered in any case. The authors advise the admin- 
istration of a total amount exceeding 20 Gm. distributed over a longer period together 
with concurrent treatment of other intestinal parasites, especially Schistosoma man- 
soni. 4 references. 2 tables.—Author’s abstract. 


The Treatment of Amebiasis, With a Preliminary Report on the Use of Aureomycin. 
c. F. cuUTCH. Lincoln, Neb. Ann. Int. Med. 33:1407-12, Dec. 1950. 


At U. S. Veterans Administration Hospital, Lincoln, Neb., records of proved 
amebiasis cases between October 1947 and October 1949 were reviewed. During that 
period the therapeutic routine consisted of administration of emetine, carbarsone, and 
one of the iodine-containing oxyquinoline derivatives. One hundred forty patients 
were treated. Recurrence rate was 11.5 per cent. Thirty-five patients had serial electro- 
cardiographic studies adequate for evaluation of possible toxicity from emetine. Of 
these, 13 had abnormal tracings after emetine, and 3 of them had changes persistent 
after six weeks. 
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Following the initial reports on the use of aureomycin in amebiasis, the literature 
was reviewed for possible toxic actions of that antibiotic. Reports of serious untoward 
effects were minimal. 

Subsequently, 20 patients with proved amebiasis were treated with aureomycin. 
Symptomatic relief was prompt in all cases. Side effects were minimal, and in no case 
was it necessary to discontinue therapy. All patients had negative stools at the end of 
the course of aureomycin, which varied from 8 to 28 Gm. Two recurrences were noted 
at six weeks. Both responded to a second course of aureomycin. 

Eight of the patients so treated were observed repeatedly over a period of five 
months, the other 12 were followed for three months. 

It was concluded that aureomycin is an effective agent in the treatment of infections 
by Endameba histolytica. Results appeared to compare favorably with the best con- 
ventional therapeutic routines. Absence of serious toxicity was believed to make it a 
desirable agent. 11 references. 3 tables.—Author’s abstract. 


Recent Advances in the Treatment of Bilharziasis. 4, HALAWANI and M. M. DAWOOD. 
Cairo, Egypt. J. Roy. Egypt. M. A. 33:463-80, 1950. 


The authors treated 153 cases of Slustosoma haematobium with Miracil D. They 
have shown that Miracil D can be administered daily in one single dose without more 
discomfort than when given in two doses. In heavy infections of S. haematobium in 
young patients the drug must be given in an adequate dose, i.e., 22 mg./Kg. once daily 
for 12 days in order to achieve an apparent rate of cure above 90 per cent. Smaller 
doses have not given apparent rates of cure above 60-70 per cent. Side effects such as 
vomiting, colic, and giddiness are counteracted by small doses of belladonna. When 
toxic effects, such as weakness, incessant vomiting, and liver tenderness occur, they 
are treated by intravenous injections of 25 per cent glucose solution and coramine. 
Angioneurotic edema, which developed in 2 individuals under treatment, was success- 
fully treated by calcium injections. 

It has been shown that the light infections are cured by small doses while heavy 
infections require large doses over a long period of time. Intensity of infection is 
evidently the most important factor which must be considered when determining the 
dosage of Miracil D. Intestinal overactivity in cases of bilharzial dysentery hinders 
the complete absorption of the drug. It has been suggested that the Egyptian strain of 
S. haematobium is \ess sensitive to the drugs than the Rhodesian strain. According to 
Alves (1949) there appear to be two distinct strains of S. haematobium eggs, a large 
strain from the Sudan and West Africa, and a small strain encountered in South 
Central Africa. In their opinion, the intensity of infection and the rate of the excretion 
of the drug are factors which must be taken into consideration when estimating the 
effective dose of the drug. The contraindications to Miracil D have not been studied 
comprehensively, but the authors excluded those patients who were not suitable for 
treatment with antimony. It is advisable also to exclude cases suffering from gall- 
bladder disease, as one of their patients who gave a history of repeated attacks of 
cholecystitis suffered severely from vomiting, and pain in the gall-bladder. 15 refer- 
ences. 6 tables.—Author’s abstract. 
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RESPIRATORY DISORDERS AND DISEASES 


Discussion on Short-Term Fevers of Obscure Origin. Cc. H. STUART-HARRIS and C. J. 
GaveY. London, England. Proc. Roy. Soc. Med. 43:589-98, Aug. 1950. 


This contribution to a discussion of short term fevers of obscure origin is limited 
to a consideration of febrile infections of the respiratory tract such as influenza, 
febrile catarrh, etc. Approximately 40 per cent of all febrile conditions met with in 
general practice, in industrial groups, and in nurses fall into this category, the exact 
percentage varying according to season, epidemic conditions, and the like. Four main 
syndromes exist, including clinical influenza due to one or other of the influenza 
viruses, febrile catarrh, or acute respiratory disease of undetermined origin, the com- 
mon cold, and atypical pneumonia. Consideration of the wide range of clinical types 
due to the operation of one agent such as the influenza virus indicates the present 
futility of anatomic diagnoses such as tonsillitis or bronchitis. Until the full clinical 
pattern of the other acute virus infections is known, it is not possible to delineate 
entities based correctly upon etiological agents. 15 references. 4 tables.—Author’s 
abstract. 


The Reticulocyte Reaction as an Indicator of Respiratory Insufficiency. NILS RISKA. 
Helsingfors, Finland. Acta Med. Scand. 138:9-94, Suppl. 237, 1950. 


Immediately after hypoxia tests lasting 4 to 20 minutes, the inspired air containing 
8 to 13 per cent oxygen, the total number of reticulocytes increased by, on an average, 
90 per cent, i.e., from 37,000 to 71,000 per cm. In the next two hours the average 
maximum increase was 107 per cent and the minimum 50 per cent. In hypoxia tests 
performed on two successive days, a reticulocyte reaction was observed only after 
the first day test. 

After muscular effort with the ergometer, a distinct reticulocyte reaction occurred 
in all the cases in which the simultaneous spirometric examination showed respiratory 
insufficiency, evidenced by lack of oxygen. The average reticulocyte increase was 85 
per cent 10 minutes after terminating the test. Within two hours after strain the 
increase was on the average 144 per cent. In the case with the weakest reticulocyte 
reaction, the number of reticulocytes increased by 59 per cent. The reticulocyte in- 
crease failed to appear if the person tested inhaled air containing 60 per cent oxygen. 
No increase occurred after muscular effort repeated one to two days after the increase- 
provoking strain. In the examinations in which the test did not cause oxygen deficiency 
as observed in the spirometer, the reticulocyte reaction failed to appear. 

Within two hours after induction of pneumothorax with an air volume of 500 cc. 
or more the reticulocyte count increased, on an average, 70 per cent. The increase was 
equally large in the cases in which contralateral pneumothorax had been created 
earlier, although the amount of air used was less in these cases. If smaller amounts 
(300-400 cc.) were used in induction of unilateral pneumothorax, the reticulocyte 
reaction failed to appear. In 8 cases the pneumothorax treatment was started with 
large volumes of air, the patient meanwhile inspiring oxygen through a face mask. 
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In all these cases the typical reticulocyte increase did not occur. After the initial 
increase the number of reticulocytes decreased in 1 to 2 days and increased again in 
3 to 9 days. The second increase was also observed in the case in which smal] amounts 
of air were used for induction of pneumothorax, and in those to whom oxygen had 
been initially given. 

The author considers that the first reticulocyte increase after the induction of 
pneumothorax, as after hypoxia tests and ergometry in respiratory insufficiency, is due 
to the mobilization of the reticulocytes in the bone marrow, which are mature enough 
for extrusion, due to lack of oxygen. The second reticulocyte is evidently the result 
of an accelerated regeneration. A sudden deficiency in the supply of oxygen to the 
arterial blood would thus bring about an immediate increase of at least 50 per cent 
in the number of reticulocytes. In pulmonary function tests with graduated exercise 
this reaction may be used as an indicator that an arterial oxygen deficiency is present. 
The method is advantageous in that the reticulocyte reaction persists after the oxygen 
concentration in the blood is restored to normal. 151 references. 7 figures. 31 tables. 
—Author’s abstract. 


Smoking and Carcinoma of the Lung. RICHARD DOLL and A. BRADFORD HILL, London, 
England. Brit. M. J. 2:739-48, Sept. 30, 1950. 


The great increase in the number of deaths attributed to cancer of the lung in the 
last 25 years justifies the search for a cause in the environment. An investigation was 
therefore carried out into the possible association of carcinoma of the lung with 
smoking, exposure to car and fuel fumes, occupation, etc. The preliminary findings 
with regard to smoking are reported. 

The material for the investigation was obtained from 20 hospitals in the London 
region which notified patients with cancer of the lung, stomach, and large bowel. 
Almoners then visited and interviewed each patient. The patients with carcinoma of 
the stomach and large bowel served for comparison and, in addition, the almoners 
interviewed a noncancer control group of general hospital patients, chosen so as to be 
of the same sex and age as the lung carcinoma patients. 

Altogether, 649 men and 60 women with carcinoma of the lung were interviewed. 
Of the men 0.3 per cent and of the women 31.7 per cent were nonsmokers (as defined 
in the text). The corresponding figures for the non-cancer control groups were: men 
4.2 per cent, women 53.3 per cent. 

Among the smokers a relatively high proportion of the patients with carcinoma of 
the lung fell in the heavier smoking categories, For example, 26.0 per cent of the male 
and 14.6 per cent of the female lung carcinoma patients who smoked gave as their 
most recent smoking habits prior to their illness the equivalent of 25 or more cigar- 
ettes a day, while only 13.5 per cent of the male and none of the female noncancer 
control patients smoked as much. Similar differences were found when comparisons 


were made between the maximum amounts ever smoked and the estimated total 
amounts ever smoked. 
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Cigarette smoking was more closely related to carcinoma of the lung than pipe 
smoking. No distinct association was found with inhaling. 

Taken as a whole, the lung carcinoma patients had begun to smoke earlier and 
had continued longer than the controls, but the differences were very small and not 
statistically significant. Rather fewer lung carcinoma patients had given up smoking. 

Consideration has been given to the possibility that the results could have been 
produced by the selection of an unsuitable group of control patients, by patients with 
respiratory disease exaggerating their smoking habits, or by bias on the part of the 
interviewers. Reasons are given for excluding all these possibilities, and it is con- 
cluded that smoking is an important factor in the cause of carcinoma of the lung. 

From consideration of the smoking histories given by the patients without cancer 
of the lung a tentative estimate was made of the number of people who smoked dif- 
ferent amounts of tobacco in Greater London, and hence the relative risks of develop- 
ing the disease among different grades of smokers were calculated. The figures obtained 
are admittedly speculative, but suggest that, above the age of 45, the risk of developing 
the disease increases in simple proportion with the amount smoked, and that it may 
be approximately 50 times as great among those who smoke 25 or more cigarettes a 
day as among nonsmokers. 

The observed sex ration among nonsmokers (based, it must be stressed, on very 
few cases) can be readily accounted for if the true incidence among nonsmokers is 
equal in both sexes. 

It is not possible to deduce a simple time relationship between the increased con- 
sumption of tobacco and the increased number of deaths attributed to cancer of the 


lung. This may be because part of the increase is apparent—that is, due to improved 
diagnosis—but it may also be because the carcinogen in tobacco smoke is introduced 
into the tobacco during its cultivation or preparation. Greater changes may have 
taken place in the methods involved in these processes than in the actual amount of 
tobacco consumed. 11 references. 2 figures. 13 tables—Author’s abstract. 


The Leukocytic Pattern During Streptomycin Treatment of Pulmonary Tuberculosis. 
L. Ss. ARANY. Walla Walla, Wash. Dis. Chest, 19:28-35, Jan. 1951. 


During treatment of pulmonary tuberculosis with streptomycin, the alterations in 
the blood picture are due to changes in the disease process, except for the frequently 
observed eosinophilia, which is a specific drug effect. The clinical course of tubercu- 
losis used to be that of (1) slow improvement, (2) slow worsening, or (3) rapid 
deterioration. Rapid improvement was a rare occurrence, whereas since the use of 
streptomycin, it has been observed quite frequently, especially in the predominantly 
exudative disease process. Therefore, the study of the leukocytic pattern during the 
phase of dramatic improvement, hitherto seldom observed, actually completes the 
previously available information concerning the qualitative alterations of the white 
blood cells in tuberculosis. In this study, the more or less generally accepted view that 
lymphocytosis is a favorable, and monocytosis an unfavorable, sign was found to be 
true with the following modifications: (1) Lymphocytosis, or more correctly, the 
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return of the previously low lymphocyte count to normal or hypernormal, is a favor- 
able sign only if it is accompanied by a subsidence of the shift to the left and dimin- 
ished toxic granulation of the neutrophils. (2) Monocytosis per se is not an unfavor- 
able sign, unless it is accompanied by a shift to the left of the neutrophils and by 
lymphopenia. The serial examination of the leukocytic pattern during streptomycin 
treatment has limited practical value because streptomycin is not considered definitive 
therapy in the large majority of the cases, and because radiologic examination is the 
only adequate means of following the effect on the disease process, The hematologic 
findings are merely confirmatory of roentgen ray in most of the cases. Only in the 
rare instance, in which there is a discrepancy between the radiographic and hemato- 
logic findings, are the latter of some prognostic significance. 9 references. 2 charts. 
—Author’s abstract. 


Benemid and Carinamide: Comparison of Effect on Para-Aminosalicylic Acid (PAS) 
Plasma Concentrations. WILLIAM P. BOGER, FORREST W. PITTS and MARTIN E. GAL- 
LAGHER. Philadelphia, Pa. J. Lab. & Clin. Med. 36:276-82, Aug. 1950. 


The effect of a new compound, p-(di-n-propylsulfamy])-benzoic acid, Benemid on 
plasma concentrations of p-aminosalicylic acid (PAS) is compared with that of 
carinamide. Four, 6, and 8 hours after administration of PAS, it was observed that 
plasma concentration: of the drug were increased two to four times when the patients 
had previously been given Benemid or carinamide. Large doses of carinamide (24 
Gm.) were necessary to produce this effect, whereas the same results were obtained with 
the administration of only 2 Gm. of Benemid. Carinamide seems of little practical 
value when used with PAS for the purpose of enhancing plasma concentrations, since 
the effective dosage of both drugs is inconveniently large and both carinamide and 
PAS may cause nausea and vomiting. The new compound Benemid acts in the same 
manner as does carinamide in inhibiting the excretion of PAS and thereby increasing 
plasma concentrations, but it is effective in a daily dosage of approximately one-tenth 
that required for carinamide to produce the same results. Because of its low toxicity, 
convenient oral administration, and the small daily dosage required, it is believed 
that Benemid will be of practical value when used to enhance PAS plasma concentra- 
tions in the treatment of tuberculosis. 18 references. 5 figures.—Author’s abstract. 


Studies on the Behavior of Para-Aminosalicylic Acid in Tuberculous Pleural Effu- 


sions, S$. H. LAWRENCE AND N. COMDEN. San Fernando, Calif. Dis. Chest. 18:430-34, 
Nov. 1950. 


In the course of studies on the therapeutic effect of PAS in tuberculous empyema, 
it was observed that the drug disappeared rapidly after injection into the pleural 
cavity. The fate of this PAS was further investigated. 


PAS was instilled into the pleural space and was found to disappear rapidly (with- 


in 36 hours). This disappearance was compared with the deterioration when incubated 
in vitro with pleural fluid and was found to be much greater. 
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Blood levels were determined after intrapleural administration of 3 Gm. of PAS 
and were found to be surprisingly high. Maximum concentration occurred in general 
after three hours and was as high as 9 mg. per cent in 1 case. 

Levels of PAS in chest fluids of patients receiving oral PAS (12 Gm, in four divided 
doses daily) showed a chest fluid level varying from 2-4 mg. per cent (blood level 
two hours after oral dose of PAS 1-3 mg. per cent). 

It was concluded that the pleural membranes present a minimal barrier to the dif- 
fusion of PAS and that the passage of PAS is relatively independent of the thickness 
of the pleura. 10 references. 2 figures. 4 tables.—Author’s abstract. 


The Treatment of Pulmonary Hydatid Disease. M. Pp. SUSMAN. Sydney, Australia. J. 
Thorac. Surg. 19:422-32, March 1950. 


The author disagrees with the general statement that the “best treatment for echino- 
coccus disease is pulmonary resection.” In a previous paper, on the basis of 27 per- 
sonal cases, he disagreed with many of the indications for lobectomy given by Barrett 
and others, and experience with an additional 12 cases has confirmed his advocacy 
of conservative surgery for most hydatid cysts even when complications have already 
occurred, He summarizes his usual treatment thus: 

1. When the lung is adherent to the chest wall: (a) If the cyst is not infected, the 
contents are removed, and the adventitia is closed. (b) If the cyst is infected, the con- 
tents are removed and the cyst space is drained. Should the pleural cavity be entered 
during the operation, it must be closed before opening the adherent cyst. 

2. When the lung is not adherent: (a) If the cyst is not infected, the pleural cavity 
is freely opened and protected, the contents of the cyst are removed, the adventitia 
is closed and sutured to the chest wall, and the pleural cavity is drained with a water 
seal, through a stab wound. (b) If the cyst is infected, the pleural cavity is opened 
and protected, the contents of the cyst are removed, the cyst space is drained and 
marsupialised, and the pleural cavity is drained through a stab wound. 

3. Lobectomy may be necessary for the following conditions: (a) Serious hemor- 
rhage from the cyst space during a conservative operation. (b) Residual bronchiec- 
tasis, if symptoms warrant it. (c) Empty sac if hemorrhage or infection warrant it. 
(d) When the diagnosis is uncertain. (e) Giant cyst. 

It is pointed out that the adventitia makes all the differences between an infected 
hydatid cyst and an ordinary lung abscess, so that if the contents of an infected cyst 
are completely removed, the adventitia may be closed, as it is after removal of an 
uninfected cyst. He cites 2 cases successfully treated in this way. However, if there is 
any doubt, the cyst space should be drained, and it is sometimes necessary to drain 
the pleural cavity also. Sometimes a cyst ruptures into the pleural cavity, but even 
in the face of this serious complication, conservative surgery is usually successful. 
This may involve drainage of an empyema and decortication of the lung. The paper 
is based on 39 personal cases and is illustrated by a series of skiagrams.—Author’s 
abstract. 
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CARDIOVASCULAR DISORDERS AND DISEASES 


Mesosystolic Third Heart Sound. GORDON W. RALEIGH AND JAMES M, STENGLE, Evans- 
ton, Ill. Quart. Bull. Northwestern Univ. Med. School. 24:176-80, Fall, 1950. 


The normal mesosystolic third heart sound has been variously referred to as meso- 
systolic click, mesosystolic gallop sound, midsystolic click, and midsystolic gallop 
sound. Despite reference to the phenomenon in standard texts and monographs and its 
description in several excellent papers, interns and residents in a teaching hospital 
consistently failed to identify and evaluate the sound. For the purpose of re-emphasis, 
the writers present 5 cases, each having a normal cardiovascular system as determined 
by intensive clinical, radiographic and electrocardiographic study, Phonocardio- 
graphic illustration of the mesosystolic sound is presented in each instance, The per- 
tinent literature is briefly reviewed. The writers’ experience, as shown by the illustra- 
tive cases, is in keeping with that generally recorded: The benign mesosystolic third 
heart sound is to be distinguished from the uncommon, low-pitched, basal midsystolic 
gallop which probably occurs only in the presence of organic heart disease. It is by 
no means rare, and organic heart disease is usually not associated. Most of the individ- 
uals are slender young adults with long chests and vertical hearts. An apparently 
benign systolic murmur frequently preceded the click; variation with respiration, 
exercise, position and time is common. The sound is confined to the apical or meso- 
cardiac areas, is short, relatively high-pitched, and of a snapping or clicking quality; 
it occurs at various points in systole, is not accompanied by a visible or palpable im- 
pulse and, since gallop cadence is lacking, it should not be referred to as a gallop 
sound. 23 references. 1 figure.—Authors’ abstract. 


The Genesis of the Electrocardiogram of Right Ventricular Hypertrophy. M. McGREG- 
or. London, England. Brit. Heart J. 12:351-59, Oct. 1950. 


The electrocardiographic pattern considered typical of hypertrophy of the right 
ventricle (QR or RR complexes over the right chest and RS complexes over the left 
chest) has been held by some to be caused by an electrical predominance of the right 
ventricle due to its increased bulk, the normal potential differences between the right 
and left ventricle being reversed. 

Consideration shows, however, that this is unlikely, as the area of the chest from 
which the RS pattern is derived, in, for example, a case of tetralogy of Fallot, is in 
closer relation to the right ventricle than the left. 

In 10 cases of tetralogy of Fallot undergoing operation, electrograms were recorded 
from as great an area of the heart as possible. It was shown that: 

1. The pattern obtained with an electrode on the left ventricular surface wherever 
it could be explored, was a QR pattern as in health. 

2. Similarly, the pattern obtained with an electrode over the right ventricular sur- 
face was of the RS type. 

3. On two occasions, when the electrode was in a poorly visualized position in the 
region of the groove between the right ventricle and auricle, a large upright R com- 
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plex was recorded. The source of the vector force responsible for this R wave was 
uncertain. 


It is concluded that the RS pattern found over the left precordium in these cases 
is derived from the right ventricular epicardium as a result of rotation of the heart. 
The origin of the predominantly upright complexes found over the right chest is still 
uncertain. 6 references. 7 figures.—Author’s abstract. 


Cardiological Case Finding by Means of Mass Miniature Radiography. PETER 0. LEG- 
cat. Liverpool, England. Brit. M. J. 4693:1364-66, Dec. 16, 1950. 


In an attempt to estimate the value of mass miniature radiography in the identifica- 
tion of cardiac cases, 12,173 subjects, mainly industrial workers, were examined. For 
recording the image on the fluorescent screen, 35 mm. film was used. The radiologic 
presenting features of the various forms of heart disease encountered are discussed. 
In all, 47 cases of cardiac disease were diagnosed—33 cases of rheumatic heart dis- 
ease, 16 cases of hypertensive heart disease and 8 ceses of congenital heart disease. 
It was considered that, in any survey, a considerable nuaber of cases will be missed 
for technical reasons and through lack of radiologic change. 3 references. 2 tables. 
—Author’s abstract. 


- Pulmonary Sclerosis. oTTO JERVELL. Oslo, Norway. Acta Med. Scandinav. 138:430-36, 
Nov. 1950. 


Four cases of chronic cor pulmonale are described. In case 1 the cause was deform- 
ity of the chest (thoracoplasty), in case 2 asthmatic bronchitis with pulmonary em- 
physema. Case 3 must be ascribed to the so-called primary pulmonary sclerosis. The 
last case presents a clinical and anatomic picture such as is seen in Ayerza’s syndrome. 
In all cases the clinical symptoms were cyanosis and edema. ECG showed right axis 
deviation. At autopsy considerable enlargement of the heart was found, especially of 
the right half. In the first case no pulmonary sclerosis was present; in case 4 the 
sclerotic changes were small; while in the second and third cases arteriosclerosis was 
found, sometimes very extensive, in the pulmonary vessels. 

The dilatation and hypertrophy of the right ventricle is supposed to be caused by 
the increased pressure in the pulmonary circuit. Since pulmonary sclerosis is absent 
in many cases of chronic cor pulmonale, for instance, in cryptogenetic cor pulmonale 
and in the first of the cases here reported, it is probable that factors other than the 
increased pressure must come into play in order to produce sclerosis of the pulmonary 
artery. Allergic or infectious lesions of the vessels may possibly play a part. The 
reported case histories would seem to support this view. 

The severe cyanosis seen in some cases of cor pulmonale and pulmonary sclerosis 
is, in the author’s opinion, due to several contributory causes; polycythemia, hypo- 
ventilation, pulmonary emphysema, and pathologic or functional changes in the small 
vessels and capillaries of the lung. 

The diagnosis of pulmonary sclerosis is difficult because many of the clinical symp- 
toms and signs are not due to the sclerosis but to the increased pressure in the pul- 


march 1951 INTERNAL MEDICINE © 25 


| 
/ 


Riss 


wav 


monary circuit. Radiographic examination may reveal parenchymal infiltrations which 
are due to sclerotic arteries. Regarded clinically, the pulmonary sclerosis will hardly 
do more than accentuate the symptoms. 


There seems to be no reason for distinguishing between a secondary and a primary 
form of pulmonary sclerosis. 23 references. 2 figures.—Author’s abstract. 


Observations on Autonomic Participation in Pulmonary Arteriolar Resistance in Man. 
N. 0. FOWLER, R. N. WESTCOTT, V. D. HAUENSTEIN, R. C, SCOTT AND J. McGUIRE. Cin- 
cinnati, Ohio. J. Clin. Invest. 29:1387-96, Oct. 1950. 


The pulmonary arteriolar resistance was determined in 15 human subjects by means 
of cardiac catheterization. Simultaneous measurements of pulmonary artery pressure, 
pulmonary capillary pressure, brachial artery pressure, ballistocardiogram, and car- 
diac output were made before and after the administration of 5 to 6 mg. tetra-ethylam- 
monium chloride (TEAC) /Kg. body weight intravenously, In 11 of the 15 subjects 
the intravenous administration of TEAC produced a sustained fall in mean pulmonary 
arterial pressure. Six of the subjects studied had pulmonary hypertension. In 5 of 
these there was a significant decline in pulmonary arteriolar resistance after TEAC. 
In 4 normal subjects, intravenous TEAC did not lower pulmonary arteriolar resist- 
ance. The results suggested that in some cases of pulmonary hypertension, part of 
the increased pulmonary arteriolar resistance is mediated through the autonomic 
nervous system. The effect of TEAC upon the cardiac output was variable. In 14 sub- 
jects in whom direct determinations of the brachial artery pressures were satisfactory, 
a decline was demonstrated in the mean arterial pressure after intravenous TEAC. 
In 10 of these subjects the decline was due to a decrease in total peripheral resistance. 
In 4 of these subjects the fall in brachial arterial pressures was due to a decline in 
cardiac output. 16 references. 4 figures. 3 tables.—Authors’ abstract. 


The Effort Test in Angina Pectoris. PAUL WOOD, M. MCGREGOR, 0. MAGIDSON AND W. 
WHITTAKER. Brit. Heart J. 12:363-71, Oct. 1950. 


A series of 100 cases of unequivocal angina pectoris, selected solely because their 
electrocardiograms were normal at rest, and 100 normal controls were subjected to 
an effort test. 

The test consisted in principle of the maximum effort of which the subject was 
capable, but for practical reasons a ceiling was sometimes imposed. Anginal subjects 
rarely performed as much work as the controls, being pulled up earlier by pain, 
dyspnea, or fatigue; nor were they often encouraged to climb as rapidly. 

Standard, unipolar limb, and multiple V chest leads were recorded before the test 
and immediately afterwards; the most revealing lead was then recorded at approxi- 
mately half-minute intervals until the normal contour was resumed. 

A direct writing electrocardiograph was used. This enabled the best lead to be 
selected without difficulty, and facilitated frequent and rapid checking of this vital 
point. 
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Normal controls usually showed no change or depression of the RS-T junction, from 
which the RS-T segment sloped rapidly upwards to an upright T peak. Flat depres- 
sion of the RS-T segment was sometimes seen during the recovery phase, but meas- 
ured as much as 0.5 mm. in only 6 cases. One subject exhibited an obvious ischemic 
curve and could no longer be regarded as normal, Two others were doubtful. 

Of the 100 patients with angina, 88 per cent developed changes that were not seen 
in controls. These consisted of flat or sagging depression of the RS-T segment from 
1 to 4 mm. below the P-Q level, or of a completely flat, diphasic, or inverted T wave 
in left ventricular surface leads or their equivalents. 

When the heart rate after effort was at least 90 beats a minute, 95 per cent of 88 
patients with angina developed diagnostic electrocardiographic changes; when the 
rate was less than 90, the test was positive in only 5 out of 12 patients. The impor- 
tance of sufficient effort is therefore emphasized. 

Pain did not occur in approximately one third of those who developed ischemic 
curves; again, the incidence of positive tests was similar whether pain was typical, 
slight, or absent. The inference that latent angina pectoris may be recognized by the 
effort test is obvious. 17 references. 8 figures. 4 tables. 


Brain Abscess and Congenital Heart Disease. ROBERT F. MARONDE. Los Angeles, Calif. 
Ann. Int. Med. 33:602-606, Sept. 1950. 


The incidence of brain abscess in autopsied cases with congenital cardiovascular 
defects which were potential veno-arterial shunts excluding patent ductus arteriosus 


was studied. Two hundred and nine cases with such cardiac anomalies occurred in 
13,883 autopsies performed at the Los Angeles County Hospital. Of these 209 cases, 
128 were under the age of 2 years at the time of death. Only one instance of brain 
abscess occurred in this age group, and it was secondary to an otitis media. Eighty- 
one of the 209 cases were 2 years of age or older at the time of death. Isolated auricu- 
lar septal defects represented 59 of these 81 cases. Only 3 instances of brain abscess 
were found at autopsy. In 2 of these 3 cases the functional state of the auricular 
septal defect was questionable since the defect was well covered by a valve-like mem- 
brane. The third case had lung abscesses which would serve as an excellent source 
for the cerebral suppuration, and therefore the cardiac lesion could not be incrimi- 
nated. 

The remaining 11 cases were represented by 5 cases of tetralogy of Fallot, 3 cases 
with associated auricular and ventricular septal defects, 2 cases with a rudimentary 
right ventricle with both auricles emptying into the left ventricle associated with an 
auricular septal defect, and 1 case of transposition of the great vessels with a ven- 
tricular septal defect. Four of the 5 cases of the tetralogy of Fallot died as the result 
of a brain abscess. Two of the 3 cases of associated auricular and ventricular septal 
defects had a brain abscess. In one of the 2 cases with the rudimentary right ventricle 
a brain abscess was the cause of death. 

The importance of the filtering action of the pulmonary capillaries was stressed. 
10 references. 1 table-—Author’s abstract. 
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“Painless” Myocardial Infarction. HOMER R. WARNER. Minneapolis, Minn. Minnesota 
Med, 34:49-50, Jan. 1951. 


Reports in the medical literature vary considerably as to the actual incidence of 
painless myocardial infarction, some claiming as many as 30 per cent of their cases 
of “coronary occlusion” were painless. It is this interchange of the terms “myocardial 
infarction” and “coronary occlusion” that accounts for part of the discrepancy. It 
has been well established that these terms are not synonomous. 

The records of 200 cases of recent myocardial infarction, proved at autopsy or 
beyond reasonable doubt clinically, were reviewed from the files of the V. A. Hos- 
pital, Minneapolis, Minn. The nature of the pain described, when present, and the 
circumstances under which no pain at the time of the infarction was described by the 
attending physician were particularly looked for. One hundred and eighty-four cases 
(92 per cent) had typical anginal pain with or without radiation down one or both 
arms. Eight cases (4 per cent) had atypical pain, i.e., epigastric distress with faint- 
ness and dyspnea, severe pain in the neck radiating down the left arm, etc. In each 
of these cases, however, the symptoms were suggestive enough of myocardial infare- 
tion so that the diagnosis was made with no difficulty in the admitting room. The other 
8 patients (4 per cent) experienced no pain according to the record. In each of these, 


the reason for “no pain” was obvious, i.e., aphasic, moribund, under anesthesia, or in 
shock. 7 references. 2 tables —Author’s abstract. 


The Role of the Small Coronary Branches in the Pathogenesis of Myocardial Infarc- 
tion. (Le role des petites branches coronaires dans la pathogenése de Uinfarctus 
myocardique.) s. HIRSCH. Acta Med. Scandinav. 138:449-56, Nov. 1950. 


The existence of arteriovenous cross-communications in the wall of the heart of 
man, detected histologically, necessitates a revision of the theories regarding the blood 
circulation in the heart muscle when in action. These findings are also of significance 
for the conception of heart disorders and diseases. Smal] coronary branches seemed 
to play a particular role in the development of myocardial infarction caused by emo- 
tional shock in 100 rats. The results of the experiments clearly show the predominant 
influence of vasomotor disturbances in the obviously increasing frequency of cardio- 
vascular diseases. There is surprising conformity between the results of the experi- 
ments mentioned above and those of H. Selye, who was able to produce similar patho- 
logic results, but in a different way. Both snggest the hypothesis that angina pectoris 
is often an “alarm reaction” and myocardial infarction a “disease of adaptation.” 
This hypothesis is of practical signficance. It is to be taken into consideration that the 
‘stress” due to toxic, allergic, and psychic causes, which are increasingly met with 
nowadays, have a detrimental effect on the vasomotor system. More attention should 
be paid to the vasomotor unbalance rather than to a pathologic state of the heart 
muscle, in view of the frequence of coronary disease and heart failures. The histologic 


findings in man and the results of the animal experiments thus suggest therapeutic and 
preventive measures. 10 figures.—Author’s abstract. 
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Stokes-Adams Disease, JACK J. FALSONE AND A, SIDNEY BARRITT, JR. Brooklyn, N. Y. 
Brooklyn Hosp. J. 8:153-58, 1950. 


The authors report the case of a 79 year old woman who had attacks of syncope 
and mild convulsive seizures of approximately two minutes’ duration with no audible 
heart sounds at the onset. An electrocardiogram between attacks showed complete 
heart block. A tracing obtained during an attack revealed ventricular fibrillation, 
ventricular tacchycardia, varying periods of changing complete heart block, and 
finally a return to the original third degree heart block. The patient had nine attacks 
of syncope, the last of which proved fatal. Quinidine and atropine were the principal 
therapeutic agents. 

The authors use Parkinson’s criteria for Stokes-Adams disease and point out the 
fact that an electrocardiogram during attacks is essential for the correct diagnosis. 
The inadequacy of the treatment of this type of attack is discussed, 4 references. 3 
figures.—Authors’ abstract. 


Physiological Studies in Congenital Heart Disease. X. The Physiological Findings in 
Thirty-Four Patients with Isolated Pulmonary Valvular Stenosis. ¥. MARAIST, R. 
DALEY, A. DRAPER, JR., R. HEIMBECKER, F. DAMMANN, JR., R. KIEFFER, JR., J. TALBOT 
KING, C. FERENCZ AND R. J. BING. Baltimore, Md. Bull. Johns Hopkins Hosp. 88:1-19, 
Jan. 1951. 


The physiologic findings on 34 patients with valvular pulmonic stenosis were de- 
scribed. Twenty-six of these patients had patency of the foramen ovale; in the remain- 
der the foramen ovale was closed. In every patient in whom the foramen ovale was 
closed, an intracardiac shunt was absent, and the peripheral oxygen saturation was 
normal. The right ventricular and auricular pressures were elevated. 

When the foramen ovale was open, the intracardiac shunt was directed from right 
to left. Such a right to left shunt resulted in a reduction in peripheral arterial oxygen 
saturation. This shunt was exclusively from right to left, regardless of whether or not 
the foramen ovale was guarded by a valve. The right ventricular and auricular pres- 
sures were also elevated in this condition. 

The reasons for the elevated right auricular pressure were discussed, and it was 
suggested that the elevated pressure may depend upon the limited size of the right 
ventricular cavity. Apparently the right ventricle in this condition is unable to empty 
itself completely owing to the presence of pulmonic stenosis. 14 references. 3 figures. 
6 tables.—Authors’ abstract. 


Physiological Studies in Congenital Heart Disease. XI. A Comparison of the Right 
and Left Auricular, Capillary and Pulmonary Artery Pressures in Nine Patients 
with Auricular Septal Defect. Pp. CALAZEL, R. GERARD, R. DALEY, A, DRAPER, J. FOS- 
TER AND R. J. BING. Baltimore, Md. Bull. Johns Hopkins Hosp. 88:20-37, Jan., 1951. 


Pulmonary capillary and venous pressures as well as left and right auricular and 
pulmonary arterial. pressures are recorded in patients with auricular septal defects. 
It was found that the pulmonary capillary pressure is usually dampened, resulting in 
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considerable variations in the shape of this pressure. Left and right auricular tracings, 
however, showed characteristic patterns. The average mean pulmonary capillary and 
pulmonary venous pressures exceeded left auricular pressure by 2 mm. of mercury. 
In patients in whom left auricular pressure exceeded 10 mm. of mercury the pulmo- 
nary capillary to left auricular pressure gradient increased. Obstruction of the pulmo- 
nary vein resulted in a rise in mean pulmonary venous pressure. No relationship was 
found to exist between the height of the pulmonary capillary and arterial pressure. 
The gradient between these two pressures was found to be independent of the height 
of the pulmonary capillary pressure. 

The direction of the intracardiac shunt was dependent upon the nature of the 
anatomic malformation. A consideration of the basic relationship between the right 
and left auricular pressure reveals that in patients with right to left shunt, the right 
auricular pressure exceeds that in the left during the whole cardiac cycle. In patients 
with predominant left to right shunt, the onset of auricular filling is accompanied by 
a short period during which the right auricular pressure exceeds that in the left. 9 
references. 10 figures. 2 tables.—Authors’ abstract. 


Modern Digitalis Preparations with Special Reference to Digitoxin. CHARLES H. 
SCHEIFLEY. Rochester, Minn. Guthrie Clinic Bull. 20:118-23, Jan. 1951. 


The appearance of rather numerous purified cardiac glycosides on the market 
during recent years has resulted in considerable confusion as to which drug to select 
as the digitalis product of choice. This confusion has been augmented by the fact 
that various workers have recommended several different preparations, each of 
which, in their opinion, has been the most desirable digitaloid product at the time. 

Gold favored digitoxin; DeGraff recommended digoxin, and Stewart and New- 
man favored digitalis leaf as the preferable product. 

A critical survey indicated that each of these products has its advantages and 
drawbacks. Digitoxin and digitalis leaf are noted for their slow and prolonged 
action, whereas digoxin is characterized by rapid onset of action and rapid disap- 
pearance of toxicity. 

The author's preference is digitoxin, but this does not imply that this is the ideal 
drug to the exclusion of others. If used wisely, any one of these products constitutes 
a satisfactory preparation. More important than the particular product which the 
physician prefers to use is his familiarity with the preparation and the skill with 
which he uses it. The question of how and when to use digitalis is discussed in detail 
in the complete article. 22 references. 1 figure.—Author’s abstract. 


Oxygen Therapy of Bundle Branch Block. josepH Levy, New Rochelle, N. Y. Am. 
J. M. Se. 220:400-408, Oct. 1950. 


Many excellent studies of the mechanism and the pathogenesis of bundle branch 
block have been published. The preponderant opinion concerning the etiology of 
the condition is that it is an expression of cardiovascular disease, mainly caused by 
the arteriosclerotic narrowing of a coronary branch supplying the bundle of His. 
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Occasionally, rheumatic heart disease, diphtheria, and hypothyroidism are found 
to be the basis for the disturbance, and among the rarer conditions resulting in this 
abnormality are congenital heart disease, syphilis, endocarditis and toxicity from 
drugs, as quinine, digitalis and thyroid. On the other hand, in routine electrocardio- 
ography bundle branch block may be discovered in young adults and in middle 
aged people without any evidence of heart disease. Though the possibility of an 
anomalous course of the distribution of the branches and the terminals of His’ 
bundle might be considered in such cases, yet all instances of bundle branch block 
cannot be explained on an anatomic basis. 

Regardless of the presence or absence of a pathologic basis, the electrocardio- 
graphic changes can be attributed to a variety of physiologic factors. Among these 
may be mentioned the fatigue and recovery time of the conduction fibers, the state 
of nutrition and the degree of oxygenation of the cardiac musculature, the calcium 
and phosphorus metabolism of the cardiac tissue, and the vagal influence through 
an increase in the cardiac rate and vasomotor changes, such as induced by sudden 
fright. 

Though Oppenheimer and others had pointed out long ago that all patients with 
bundle branch block do not necessarily have an unfavorable prognosis and that such 
people may live many years blissfully unaware of the existence of the condition, 
yet the treatment of the bundle branch block and its eradication will aid in restoring 
many more such individuals to a life of comfort and happiness. It is the object of 
this report to present 3 such individuals. 

Discussion—While it is realized that the presence of bundle branch block does 
not influence the treatment of the causal lesion, a better understanding of the cir- 
cumstances producing the abnormal electrocardiogram will do away with the nihilis- 
tic attitude of physicians regarding its therapy. There have been numerous reports 
of the spontaneous return of bundle branch block to normal conduction, lending 
credence to the belief that the bundle branch block was “transient” or “paroxysmal” 
in nature and of little import to the subsequent health of the individual. 

Though no anatomic cardiac lesion may be detected, the periods of bundle branch 
block are primarily due to abnormal changes in the conducting tissue and therefore 
should be regarded as a manifestation of heart disease, One or several physiologic 
factors may be responsible for the appearance of the disturbed conduction. Each 
factor must be investigated and eliminated with whatever means are available. 

Some patients may return to normal conduction with bed rest or limitation of 
activity. Other patients may respond to diuretic therapy. The most common methods 
of eradication of bundle branch block have been by the application of carotid sinus 
pressure or the administration of acetylcholine. But in all such cases the bundle 
branch block returned when the cardiac mechanism resumed the critical rate that 
initiated the disturbance. The most rational approach to the problem is to adminis- 
ter oxygen by inhalation. Obviously this type of therapy will not clear up the bundle 
branch block in patients whose conducting tissue has been irreparably damaged by 
disease. However, one can conceive that such damage might be prevented by the 
early and prolonged use of oxygen. Such a conception is based on sound experi- 
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mental work performed on dogs. Resnik demonstrated that anoxemia caused changes 
in the intraventricular conduction of a normal heart by a direct effect on the myo- 
cardium. Furthermore, the appearance of the stage of impaired conduction was 
favored by the condition of the heart, the rate at which the heart beats, the degree 
of anoxemia and the length of time to which the heart was subjected to asphyxia. 
Several years earlier Barach and Woodwell demonstrated the beneficial effects of 
oxygen inhalation in 2 cases of bundle branch block. Both patients were cyanotic 
owing to severe myocarditis and cardiac insufficiency. The electrocardiographic 
changes indicated a lesser degree of block during and following the inhalation of 
oxygen. The good results were attributed to an improved circulation due to the ele- 
vation of oxygen saturation of the arterial and venous blood to the normal level. 
Later, Baker was able to eradicate the bundle branch block of a patient following 
five minutes of oxygen inhalation. In addition, during oxygen inhalation, though 
the cardiac rate could be increased well above the point provoking delayed conduc- 
tion in all previous observations, the normal ventricular complexes prevailed. How- 
ever, this type of therapy has received little, if any, support in recent years, although 
no actual evidence opposed to it has been presented. 

Conclusions.—1. Bundle branch block can be caused by a single agent or by vani- 
ous combinations of anatomic pathologic or physiologic factors. 


2. A careful study of each case may reveal sufficient data to establish the etiologic 
or physiologic basis for the existence of the bundle branch block. 

3. A case is reported in which coronary artery occlusion with faulty oxygenation 
of the bundle of His was the cause of the bundle branch block. 

4. With adequate oxygenation by the use of 100 per cent oxygen inhalation the 


bundle branch block at first was eliminated temporarily and finally eradicated 
completely. 


5. Finally, 2 cases are reported to show that adequate oxygen inhalation may 
eradicate completely bundle branch block in hearts that have been severely damaged 
by disease. 29 references. 7 figures.—Author’s abstract. 


The Comparative Effects of Small Intravenous Doses of Epinephrine Upon Arterial 
Pressure and Pulse Rate in Normotensive Subjects and in Hypertensive Patients 
Before and After Thoracolumbar Sympathectomy. W. JUDSON, J. CULBERTSON, 


C. TINSLEY, J. LITTER, and R. WILKINS, Boston, Mass. J. Clin. Investigation 
29:1405-13, Oct. 1950. 


Small intravenous doses of epinephrine hydrochloride cause three phase changes 
in arterial pressure and pulse rate recorded through an intra-arterial needle by a 
Hamilton manometer or a Sanborn Electromanometer. The typical responses consist 
of a brief hypertensive first phase, a transient hypotensive second phase, and a sus- 
tained hypertensive third phase. 

No qualitative (or statistically quantitative) differences are found in the arterial 
pressure responses of hypertensive patients (either before or early after thoracolum- 
bar sympathectomy) as compared with normotensive subjects. Certain minor differ- 
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ences exist in the pulse rates, During the hypertensive phases of the responses to 
intravenous epinephrine the pulse rates of the preoperative hypertensive patients 
are usually faster than those of the normotensive subjects who definitely slow their 
rates, After thoracolumbar sympathectomy the pulse rates of hypertensive patients 
are slowed normally during hypertensive responses to intravenous epinephrine. 17 ref- 
erences. 8 figures. 2 tables.—Author’s abstract. 


The Comparative Effects of Small Intravenous Doses of L-Nor-Epinephrine upon 
Arterial Pressure and Pulse Rate in Normotensive Subjects and in Hypertensive 
Patients Before and After Thoracolumbar Sympathectomy. W. £. JUDSON, F. EPSTEIN, 
and R. W. WILKINS, Boston, Mass. J. Clin. Investigation 29:1414-20, Oct. 1950. 


Single small doses of L-Nor-Epinephrine given intravenously to normotensive 
subjects, and to hypertensive patients before and after splanchnicectomy, produce 
single phase hypertensive responses with proportionate rises in systolic and diastolic 
arterial pressure as recorded by a Sanborn electromanometer. No significant differ- 
ences exist in the arterial pressure responses of normotensive subjects and preopera- 
tive hypertensive patients. After thoracolumbar sympathectomy some hypertensive 
patients show increased pressor responses to the smaller doses of intravenous L-Nor- 
Epinephrine. 

The pulse rates of hypertensive patients are significantly different from those of 
the normotensive subjects during pressor responses to L-Nor-Epinephrine. Normo- 
tensive subjects definitely slow their pulse rates, while hypertensive patients before 
operation fail to do so significantly. After splanchnicectomy hypertensive patients 
do slow their pulse rates normally during hypertensive responses to intravenous 
L-Nor-Epinephrine. 19 references. 4 figures. 2 tables—Author’s abstract. 


Studies on the Effects of Parenteral Quinidine Administration. H. BLINDER, J, BUR- 
STEIN, W. HOROWITZ, E. GERSH, and R. SMELIN, New York, N. Y. Arch. Int. Med. 
86:917-33, Dec. 1950. 


Quinidine lactate was administered parenterally to 59 subjects. Seven patients 
with normal hearts received a dose of 0.65 Gm. intravenously, and 30 cases, of whom 
15 had known heart disease and 15 had normal hearts, received a similar dose intra- 
muscularly. The cardiac effect was estimated by changes in the corrected Q-T interval. 
In those subjects who received the drug intramuscularly, 50 per cent of the maximal 
effect was attained within 5 minutes of time of injection, and within 30 minutes the 
response had become maximal. The magnitude of the maximal effect and the time 
of its attainment were identical in those with normal and abnormal hearts. The dura- 
tion of the peak effect was 2-4 hours in cases with normal hearts; 6 hours in those 
with abnormal hearts. Both groups showed persistence of a slight quinidine effect at 
24 hours. In 7 patients given quinidine intravenously, a maximal effect was reached 
in 15 minutes, and this was 50 per cent greater in magnitude than that observed 
with intramuscular quinidine. 
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Twenty-two cases of cardiac arrhythmia were given quinidine parenterally, in 
single and multiple doses. Of these, 15 were restored to regular sinus rhythm. In the 
remaining cases maximal effect on the ectopic pacemaker was noted between 30 and 
60 minutes following intramuscular administration. 

No significant toxic effects were observed with intramuscular administration of 
quinidine; intravenous injection produced toxic reactions in every instance, and in 
3 cases it caused alarming symptoms. 15 references. 3 figures. 3 tables.—Author’s 
abstract. 


A Comparative Study of Human Cutaneous Reactivity to Thiomerin and Other Mer- 
curial Diuretics. ARTHUR RUSKIN, HASKELL RABINOWITZ and MICHEL DAMIANI, Gal- 
veston, Texas. J. Lab. & Clin. Med. 36:1-6, July 1950. 


The new mercurial diuretic, mercaptomerin sodium (Thiomerin sodium, Campbell) 
has already been shown to have a much lower toxicity from the cardiac standpoint 
than any of the mercurial diuretics in present use. In the isolated perfused rabbit 
heart it required doses of Thiomerin more than 200 to 500 times those of Mercu- 
hydrin (Meralluride) and more than 1,000 to 1,500 times those of Mercuzanthin 
(mercurophylline injection) and Salyrgan-theophylline (mersalyl-theophylline) for 
the same cardiotoxic and cardiolethal effects. 

On the other hand, the diuretic effect is unimpaired by the substitution of sodium 
mercapto-acetate for theophylline in the Mercuzanthin molecule, even when it is 
used subcutaneously. The purpose of this study was to evaluate comparative local 
toxic actions of Mercuzanthin, Salyrgan-theophylline, Mercuhydrin, and Thiomerin 
in the human skin. It was felt that, while animal experimental results were unequivo- 
cal, clinicians should rely more on the results of intracutaneous and subcutaneous 
tests in human subjects in the evaluation of local and general toxic effects. 

Fifty-three white human subjects with light skins were chosen for the intracuta- 
neous tests. In every case 0.1 cc. each of Mercuzanthin, Salyrgan-theophylline, Mer- 
cuhydrin, Thiomerin, and normal saline was injected intracutaneously with separate 
tuberculin syringes and gauge 26 needles, at wide intervals along the arms. The 
reactions were observed immediately, and at 8, 24, and 48 hours, and until clearing 
thereafter. Furthermore, Thiomerin injections (same lot), 1 cc. each, were made 
subcutaneously in the upper arm in 50 nonedematous subjects, avoiding direct fat 
infiltration by pinching the skin. Twenty-five patients were injected similarly with 
Mercuhydrin and 25 with saline. The subjects were observed at the same intervals 
for local and systemic inflammatory effects. 

Mercuzanthin intradermal injections presented some degree of erythema in 41 
of 53 patients at 24 hours. The corresponding figure for Salyrgan-theophylline was 
38, for Mercuhydrin 38, for Thiomerin 9, and for saline 6. Papules, elevated at most 
1 to 2 mm., resulted in 13 of 53 Mercuzanthin, 11 Salyrgan-theophylline, 14 Mer- 
cuhydrin, and only 2 Thiomerin injections. Infiltrations up to 10 mm. in diameter 
occurred in 37 Mercuzanthin, 26 Salyrgan-theophylline, 23 Mercuhydrin, 8 Thio- 
merin, and 4 saline injections. The corresponding figures for 11 to 20 mm. wheals 
were 17, 3, 2, 0, and 0. All the Thiomerin wheals disappeared in 48 hours. The other 
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mercurial wheals frequently remained for longer periods. Top vesicles developed on 
the erythematous, papular, or whealing lesions in 8 Mercuzanthin, 5 Salyrgan-theo- 
phylline, 3 Mercuhydrin, and 2 Thiomerin injections of the total 53 for each. Of 
50 subjects injected subcutaneously with 1 cc. Thiomerin, slight tenderness soon 
after injection occurred in 2 (4 per cent). It disappeared in two hours in both in- 
stances. In 25 of the same subjects, subcutaneous saline injections were followed by 
transitory, slight tenderness. In 25 subjects, 1 cc. of Mercuhydrin subcutaneously 
produced moderated tenderness lasting for 24 hours or more in 4 (16 per cent) and 
slight, transitory soreness in 4 others. Nodules or infiltrations perceptibly harder 
than surrounding tissues were evident in 3 of 50 subjects (6 per cent) injected sub- 
cutaneously with Thiomerin. They were approximately 3, 6, and 10 mm, in diameter 
at 24 hours and disappeared in 2 subjects in 48 hours and in the third one in 96 
hours. No nodules were felt in the subjects injected with saline. Four nodules (i6 
per cent) resulted in the 25 persons injected with Mercuhydrin. They were approxi- 
mately 6, 10 and 20 mm. in diameter. All were tender at 24 hours and lasted at least 
2 to 14 days. 

It must be emphasized that the more recent batches of Thiomerin have been pro- 
gressively less and less toxic in their effects intracutaneously, subcutaneously, and 
upon the isolated rabbit heart. Just as the cardiotoxic Mercuhydrin/Thiomerin dosage 
ratios have fallen from 1:20 to 1:500, so have the cutaneous and subcutaneous reac- 
tions now fallen to the minimum expected for any mercurial compound. 


Summary and Conclusions.—The relative local innocuousness of Thiomerin, to- 
gether with its much lower cardiotoxicity, provides a firm basis for its clinical adop- 
tion as the mercurial diuretic of choice for subcutaneous, intramuscular, or intra- 
venous administration. 8 references. 2 tables.—Author’s abstract. 


Insidious Thrombosis of the Abdominal Aorta with Hypercholesteremia. R. P. 
MC COMBS, H. F. RHEINLANDER, J. F. COOPER, and M. B. WALTERS, Boston, Mass. 
Bull. New England Med. Center 12:229-35, Dec. 1950. 


The insidious onset of intermittent claudication primarily affecting the thighs and 
distinguished by extreme fatigue rather than by cramping pains in the muscles, 
together with very weak femoral artery pulsations and the absence of all other arterial 
pulsations in both lower extremities, is characteristic of the syndrome of thrombotic 
obliteration of the abdominal aorta. A 45 year old woman with this syndrome was 
seen recently in the Pratt Diagnostic Clinic. She was found to have hypercholeste- 
remia, and lateral views of the abdomen showed calcified areas in the aorta. A trans- 
lumbar aortogram revealed a filling defect in the aorta below the renal arteries. 
Bilateral lumbar sympathectomy was followed by a return of all pulsations in both 
legs, a considerable increase in the skin temperatures toward normal, and improve- 
ment in the symptoms. Other procedures that may be used in selected cases are re- 
section of the involved area with ligation of the vessels or resection of the involved 
segment and replacement with an arterial graft. 2 references. 3 figures.—Author’s 
abstract. 
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Potentiation of Pressor Effects of Nor-Epinephrine and Epinephrine in Man by 
Desoxycorticosterone Acetate. W. RAAB, R. J. HUMPHREYS, and E, LEPESCHKIN, Bur- 
lington, Vermont. J. Clin. Investigation 29:1397-1404, Oct. 1950. 


In an attempt to elucidate functional interrelationships of the adrenosympathetic 
and the adrenocortical hormones concerning the cardiovascular system, one of us 
(Raab) several years ago investigated the effect of the administration of desoxycor- 
ticosterone acetate (DCA) upon the cardiovascular manifestations of epinephrine 
(14 to 1 mg. s.c.). In normal students the pressor effect of epinephrine proved mark- 
edly intensified following pretreatment with DCA. The heart rate was not affected, 
but the T wave depressing effect of epinephrine was slightly increased after DCA. 
In a new series of experiments on 15 normotensive men we tested the pressor re- 
sponse to graded doses of 0.1, 0.2, and 0.3 micrograms per kilogram per minute of 
both epinephrine and nor-epinephrine, infused intravenously over periods of five 
minutes each. These tests were repeated after an average of 17 days of daily admin- 
istration of 10 mg. of DCA. While the resting blood pressure remained practically 
unchanged after this comparatively short period of DCA treatment, the pressor effects 
of both epinephrine and nor-epinephrine proved uniformly considerably enhanced. 

The mechanism by which DCA intensifies the pressor effects of the sympatho- 
mimetic amines is still obscure, but an involvement of sodium appears probable. 
33 references. 2 figures. 3 tables. —Author’s abstract. 


Reflex Peripheral Vasoconstriction. 1, Its Use in the Evaluation of Patients for Limb 
Sympathectomy. CHARLES W. ROBERTSON, Boston, Mass. Boston Med. Quart. J :8-15, 
Dec. 1950. 


A method whereby the vasoconstrictor activity of the extremities may be accurately 
evaluated is presented. The method consists of measuring the reduction in estimated 
peripheral blood flow in response to a standard vasoconstrictor stimulus. The stim- 
ulus employed is a cool environment of 68 F, for one hour, and the peripheral blood 
flow is estimated by surface temperatures, supplemented in certain cases by digital 
plethysmography. 

Employment of this method of study before and after operation in a series of 74 
upper extremities and 111 lower extremities has allowed a correlation between the 
pre- and postoperative vasoconstrictor activity in several categories of extremities 
based on the extent of obliteration of a main vessel preoperatively. In general it 
was noted that the most striking increases in peripheral blood flow following sym- 
pathectomy occurred in limbs with all peripheral pulses present preoperatively. 
With increasing main vascular obliteration preoperatively, it was found that only those 
extremities with very active vasoconstrictor mechanisms preoperatively demonstrated 
a satisfactory increase in peripheral blood flow postoperatively. The relationship of 
preoperative obliteration of the main vessel and preoperative vasoconstrictor activity 
has been applied to a classification of extremities in such a fashion that the effect 
of sympathectomy on peripheral blood flow may be predicted in any given extremity 
with over 90 per cent accuracy. 11 references. 6 figures. 3 tables—Author’s abstract. 
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The Pathogenesis of Atheroma, with Special Reference to Disordered Lipoid Metab- 
olism. GEORGE HALL, Sydney, Australia. M. J. Australia 2:475-80, Sept. 23, 1950. 


Most of the significant progress made recently in our knowledge of the factors 
involved in atheroma has been along the lines of abnormal lipoid metabolism. This 
is not a new method of approach, but brilliant experimental research has revolu- 
tionized ideas about fat metabolism and absorbtion, and this, coupled with the clin- 
ical evidence we possess, has recently added weight to the concept that instability 
of the plasma lipoid of transitory or persistent nature is related to the development 
of these lesions. It is suggested that disorders of lipoid metabolism and abnormalli- 
ties of intracellular oxidation processes are the cause of these disturbances of the 
plasma colloids. 

Of the lipids, most attention has been devoted to cholesterol. From the result of 
experimental work it would appear that cholesterol is concerned with the transport 
of fatty acids to the cells for utilization. If one suscribes to the cholesterol theory 
in the development of atheromatous lesions, however, one must by the same token 
be interested in the transport of fatty acids in the body, because it is now thought 
that the unsaturated fatty acids, especially, compete for esterification with cholesterol 
as a vehicle for their transport. 

This theory arose from work of Heuper, who recorded that the maintenance of 
high blood levels of foreign substances such as methylcellulose and gum acacia, caused 
them to be deposited in the arterial intima of animals in lesions whose morphologic 
appearance and distribution were typical of atheroma, whereas other foreign sub- 
stances of lower molecular weight were maintained at high blood levels for long 
periods without deposition in the arterial intima. 

John R. Moreton shortly afterwards put forth his chylomicron theory, He found 
that the lipid particles in the plasma in sustained hyperlipemia of metabolic experi- 
mental origin were so large as to be readily visible in the dark ground illumination 
microscope and also that they were readily separated in an upper lipid layer by mod- 
erate centrifigation. This state of affairs in conditions which are known to predis- 
pose the subject to atheroma is in contrast to the state of affairs in normal plasma, 
wherein most of the lipid is stabilized in colloid particles too small to be seen by 
dark field illumination and not separated by even relatively high speed centrifigation. 
Moreton called the large lipoidal particles chylomicrons. Moreton’s theory goes far 
towards explaining low plasma cholesterol levels when the cholesterol content of the 
blood is really 10 or 20 times greater than in the fasting state. 

Although the total amount of chylomicrons after a meal is always in direct pro- 
portion to the quantity of fat digested, Setala observed that the chylomicron curve 
was characteristic for the individual. In most persons there was a rapid increase of 
the chylomicrons after a fatty meal followed by an abrupt drop, whereas in some 
persons one or more, generally lower, “after-peaks” were found. C. H. Becker et al 
found that the chylomicron counts of young subjects reached a peak at 214 to 3 
hours and returned to fasting levels by the end of the fifth hour. The counts of an 
older group of subjects on the other haad did not reach the peak until 8 to 12 hours, 
and they did not return to fasting levels until 24 hours had elapsed. 
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Method Suggested for Preventive and Therapeutic Management 


of Atherosclerosis 


. Stimulate the exidation processes of the body by administering thyroid and the 
oxythropic factors of the vitamin B complex. 

. Control lipid and cholesterol metabolism, reducing drastically the dietary intake 
of cholesterol and fat and giving adequate amounts of lipotropic factors of the 
vitamin B complex (viz. choline, inositol, and pyridoxine). 

. Stabilize the colloidal equilibrium of plasma lipoids through a sufficient dietary 
intake of protein and phospholipids and mobilize arterial lipoid particles through 
the action of the lipotropic vitamin and the detergent action of phospholipids. 


Suggested Lines of Research 


. The elaboration of a lipoid tolerance test to detect “susceptible individuals” ; 
e.g.. (a) chylomicron curves as discussed above, (b) the demonstration, as by 
Gofman et al, of a class of lipid and lipoprotein molecules in the serum of man 
associated with atherosclerosis. 

. The further investigation of enzyme systems in the arterial walls and means of 
influencing them. 

. The investigation of normal serum cholesterol and lipid concentration in various 
countries and comparison of the diets and the evidence of atheroma in these 
countries. 

. The determination, if practicable by some relatively simple means, of the average 
blood fatty acid level or the average serum lipoid level and comparison with 
similar determinations from patients with atherosclerosis or from subjects with 
a disordered lipoid metabolism who may be candidates for early vascular de- 
generation. 

. The study of the effects of detergents and pancreatic lipose on the serum lipids. 


The Control of Atheroma in Susceptible Individuals 


(1) Diets poor in anima] fats and cholesterol but rich in protein and oxytropic and 
lipotropic members of the vitamin B complex. 
(2) The avoidance of sustained transport hyperlipemia by: 
(a) The strict control of hyperlipemia in pancreatic diabetics. 
(b) The avoidance of over-rapid reduction of obese individuals. 
—Author’s abstract. 


Salts without Chloride and Salts without Sodium; their Reciprocal Action in Dehy- 
dration (Sels déchlorurés et sels sans sodium, leur action réciproque dans les 
cures de déhydration). JEAN FABRE, Geneva, Switzerland, Praxis 39:963-66, Nov. 
9, 1950. 


The salt-free diet has proved of definite value in the treatment of hypertension 
and certain cardiac diseases, but it is often difficult for the patient to tolerate such a 
diet. Various salts have been employed as a substitute for sodium chloride, but most 
of the salts employed for this purpose in Europe do not contain chloride but do 
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contain sodium. The author’s studies have indicated that the sodium rather than the 
chloride ion is responsible for water retention and edema formation. He has accord- 
ingly used, as a substitute for sodium chloride in the salt-free diet, a salt (S50) pre- 
pared by Dr. Boymond, the pharmacist of the Canton Hospital in Geneva, available 
in the market as “XAL.” This salt contains the chloride ion and formates of potas- 
sium, ammonium, calcium, and magnesium. It is a white powder, not unlike table 
salt in appearance, soluble in water, and retains its taste after cooking. This salt renders 
food more palatable and does not cause retention of fluid; on the contrary, the potas- 
sium and ammonium salts it contains have a definite diuretic action. Magnesium 
and calcium have a favorable effect on cellular metabolism, calcium especially, as 
there is danger of calcium deficiency in patients in the older age groups. A potassium 
deficiency is also apt to occur in cardiac patients given mercurial diuretics. The only 
conditions in which the use of this salt is contraindicated is severe renal insufficiency 
which might result in excessive retention of potassium. 24 references. | table. 2 figures. 


GENITO-URINARY DISORDERS AND DISEASES 


A Study of Renal Function in Patients with Multiple Myeloma. JOHN B. ARMSTRONG. 
Winnipeg, Canada. Am. J. Med. Sc. 219:488-93, May 1950. 


Renal failure is common in patients with multiple myeloma. Pathologic examina- 
tion has emphasized the role of Bence-Jones proteinuria and the formation of tubular 
casts. This view is held widely in spite of the frequent clinical observation of pro- 
longed proteinuria without demonstrable renal impairment, and conversely a pro- 
gressive fall in creatinine clearance irrespective of proteinuria. If blockage of the 
renal tubules by protein casts are of primary importance, functional tests shouid 
show approximately concomitant decrease in glomerular and tubular function. 

Eighteen renal clearance studies have been performed on 15 patients with a clinical 
diagnosis of multiple myeloma. The diagnosis was confirmed by bone marrow aspira- 
tion, serum-electrophoretic pattern, x-ray examination, and the demonstration, if pos- 
sible, of Bence-Jones proteinuria. Only those patients who showed no evidence of 
other renal disease were selected. The glomerular filtration rate (Cj» ), effective renal 
plasma flow (Cpan) and tubular excretory maximum (Tmpan) were determined, 
each value being an average of two or more urine collection periods. 

The renal function ranged from normal to greatly depressed values, and bore no 
direct relationship to any of the other studies made. In all but 4 instances there was 
relatively greater impairment of glomerular than tubular function, and these 4 pa- 
tients were among those with good kidney function. The mean depression of glomeru- 
lar filtration from normal was 14 per cent greater than the mean of tubular excretory 
function. 

These clearance studies suggest an early glomerular lesion in this disease. Such have 
been described (Bell) but have received little attention. The tubular cast formation is 
possibly part of the terminal picture, and not the fundamental basis of the renal fail- 
ure. 17 references. 1 figure. 2 tables—Author’s abstract. 
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Evaluation of Kidney Cancer. C. £. BURFORD, J. E. GLENN AND E. H, BURFORD, St. Louis. 
J. Missouri M. A, 84:17-19, Jan. 1951. 


The authors report 110 cases seen in private practice. Renal cancer comprised 7.6 
per cent of all urologic neoplasms at Memorial Hospital, New York, as shown by 
a survey by one of us (E. H. B.) in 1936. Men were afflicted twice as often as women, 
It was most frequent in the decade 60-69; the youngest was 17 months old, the oldest 
84 years. 

Left kidney was involved in ratio of 60 to 50 for the right kidney. There were 43 
cases of hypernephroma; 34 adenocarcinoma; 14 carcinoma renal pelvis; 8 Wilms’ 
tumor; 3 sarcoma; 8 unclassified. 

Gross hematuria occurred in 66.4 per cent. Pain was present in 16.4 per cent. A 
mass was palpated in 49.1 per cent; 18.2 per cent presented metastases at first exami- 
nation, 8 of which were vesical implants. Average duration of symptoms was 9.2 
months. No operative mortality occurred in the last 40 cases. 

Therapy was as follows: for hypernephromas, nephrectomy followed by x-ray if 
pedicle or lymphatics involved; both preoperative and postoperative x-ray for Wilms’ 
tumors; nephro-ureterectomy for intrapelvic tumors. 

Of 43 hypernephromas 13 were alive without evidence of disease, one 13 years and 
one 17 years; two died of other causes, one after 20 years. Among 34 adenocarci- 
nomas, 10 were living with no evidence of disease, one for 12 years. Of the 14 cases of 
carcinoma of pelvis, 5 were alive with no evidence of disease, 5 alive with recurrence. 
Among 8 Wilms tumors, 4 are alive without evidence of disease, one for 11 years. 
The 3 cases of sarcoma died within 3 years. 

Over all survival was: 30.3 per cent for 3 years; 22.5 per cent for 5 years; 8.8 per 
cent for 10 years, and 5 per cent for over 10 years. 11 references.—Author’s abstract. 


Secretory Anuria. Experience with Ten Cases. WILLIAM BAURYS. Sayre, Pa. Guthrie 
Clinic Bull. 20:138-44, Jan. 1951. 


Nonobstructive anuria is a terrifying complication. It may develop following shock 
and various chemical intoxicants. Numerous explanations have been offered to account 
for the pathologic physiology: mechanical obstruction of the tubules by debris, 
Trueta’s vascular shunt and prolonged renal vascular constriction by the .action of 
nephrotoxic substances, The numerous and conflicting theories present convincing 
assurance that the syndrome defies analysis, and that an adequate explanation has not 
yet been submitted. 

Our 10 cases cover a period of six and one-half years. The etiology was intravas- 
cular hemolysis following transurethral resection of prostate in 4 cases, sulfonamide 
reaction in 2 cases, incompatible blood transfusion in 2 cases, and following tonsil- 
lectomy (no apparent etiologic agent) in 2 cases. 

Three recovered, 2 of the intravascular hemolysis group and 1 of the sulfonamide- 
reactors, The 3 who recovered were treated before the time when dialysis became 
popular. They were given 3,000 cc. of 5 per cent glucose by vein daily; the ureters 
were catheterized and the pelves lavaged with warm saline. Heat was applied to the 
renal areas. 
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Vivodialysis by way of peritoneal lavage and gastric lavage were used on others. 
Artificial kidney was not used. 

Three died within three days following admission to the hospital, They had not re- 
covered from the initial shock at death. 

Two children who had tonsillectomies—a girl aged 5 and boy of 6—were brought 
to our hospital four days after operation and 2 days after onset of anuria. Both 
were operated upon in the same hospital by the same surgeon on the same morning. 
Both were treated with exsanguino-transfusions, peritoneal dialysis, and careful fluid 
and electrolyte administration. The boy died 12 days after admission and the girl lived 
29 days. Both secreted urine of low specific gravity before death. The history, autop- 
sy, and chemical analysis failed to divulge an etiologic factor. 


Since treatment is so uncertain, prophylaxis is stressed. 5 references.—Author’s 
abstract. 


GASTRO-INTESTINAL DISORDERS AND DISEASES 


A Study of the Alleged Deficiency of Gastric Mucin in the Stomach of Humans with 
Peptic Ulcer. G. B. JERZY GLASS and L. J. BoyD, New York, N. Y. Gastroenterology 
16:697-715, Dec. 1950. 


The controversial issue of a deficiency of gastric mucin in the stomach of patients 
with peptic ulcer and its possible relation to the formation of ulcer was approached 
in the light of new data obtained from 60 patients with peptic ulcer and 106 controls 
with various gastric disorders. Two hundred tests were performed on fasting gastric 
secretion, 50 after alcohol test meals, 19 after the injection of histamine, and 55 
after central nervous stimulation of gastric secretion by insulin administered intra- 
venously. Each of 841 gastric specimens was studied in respect to the total dissolved 
mucin or its fractions; dissolved mucoprotein from the gastric glands and dissolved 
mucoproteose from the superficial epithelial lining of the stomach were determined 
by the colorimetric tyrosine method of present authors. The volume of gastric secre- 
tion and the free and total gastric acidity were measured. The data were evaluated 
statistically. 

In comparison with controls, no evidence was found to indicate a deficiency of 
gastric mucin or its fractions in fasting secretions or after humoral or central vagal 
stimulation in the gastric contents of patients with gastric or duodenal ulcer. 

When fasting, or after the injection of insulin, the output of gastric mucoproteose 
was changed only insignificantly in duodenal or gastric ulcer as compared to con- 
trols. Under these circumstances the decrease in the concentration of mucoproteose 
was due exclusively to dilution of this surface epithelium product by increased vol- 
ume of the watery secretion of the parietal cells. Since gastric mucoproteose is the 
split and dissolution product of surface epithelium mucus, this fact speaks against 
the possibility of increased disintegration and digestion of the protective mucous 
layer of the stomach in peptic ulcer, as well as against the denudation of the gastric 
mucosa from the protective layer of the surface epithelium mucus in this disease. 
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Only with pyloric obstruction was the content of mucoproteose in the fasting stomach 
increased, and this was obviously due to gastric retention. 

The output of gastric mucoprotein was increased significantly in patients with 
duodenal ulcer as compared to controls and to patients with gastric ulcer, after cen- 
tral vagal stimulation as well as in the fasting stomach. Since this substance forms in 
the mucoid cells of the gastric gland, this observation fits into the general pattern of 
hyperactivity of gastric glands in patients with duodenal ulcer and accompanies the 
greatly increased output of HCl and the augmented volume of secretion in this 
disease. 

The data indicate that gastric or duodenal ulcer is not associated with any primary 
metabolic deficiency of secretion of mucin and its fractions in the human stomach, or 
with an increased mucolysis. The evidence indicates also that hyperacidity in the 
stomach of patients with duodenal ulcer is due only to increased volume of HC] se- 
creted rather than to any primary disturbance of the buffering mechanism of the 
stomach provoked by deficient secretion of gastric mucin. 44 references. 5 figures, 7 
tables.—Authors’ abstract. 


Benign Disease of the Antral Portion of the Stomach. Benign Gastric Polyps and Their 
Relation to Carcinoma of the Stomach. R. V. EDWARDS AND C. H. BROWN, Cleveland, 
Ohio. Gastrventerology, 16:531-38, Nov. 1950. 


There is considerable disagreement in the literature concerning malignant degenera- 
tion in benign gastric polyps. In this study of 32 gastric polyps, 17 were adenomatous, 
10 were connective tissue polyps, and 5 were carcinomas associated with benign gas- 
tric polyps. Of the carcinomas, 2 patients had carcinoma in situ in benign polyps and 
1 patient had early invasion adjacent to typical adenomatous glands. A sixth patient 
developed two gastric carcinomas 8 years after excision of a benign polyp. These 
cases indicate that malignant degeneration does occur in benign gastric polyps. 

The majority of gastric polyps are asymptomatic or are associated with vague, 
nondescript epigastric distress. A few manifest obstructive symptoms. Upper gastro- 
intestinal bleeding frequently accompanies connective tissue tumors. 

Hypochromic anemia is generally, and pernicious anemia may be, associated with 
benign gastric polyps. Achlorhydria is also commonly observed. The diagnosis de- 
pends on both roentgenologic and gastroscopic examinations, the one supplementing 
the other. 

We are of the opinion that benign gastric polyps should be removed because of 
the possibility of malignant degeneration. 9 references. 2 figures.—Authors’ abstract. 


The Use of Banthine in the Treatment of Duodenal Ulcer. A Preliminary Report. 
CHARLES H. BROWN AND E. COLLINS. Cleveland, Ohio. Cleveland Clin. Quart. 
8:234-41, Oct. 1950. 


A new anticholinergic drug, Banthine, was prescribed for 30 patients with duodenal 
ulcers. Out of the group of 25 having active symptoms, 19 obtained definite and im- 
mediate symptomatic relief. Seventeen of 18 patients originally demonstrating ulcer 
craters showed healing of the crater on progress examination. 
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The majority of patients under observation tolerated the full dose of 100 mg. every 
six hours without undue complications. Three out of a total of 37 discontinued the 
drug because of distressing reactions which included dryness of the mouth, visual 
difficulties, slowness of urination, and, rarely, constipation and hoarseness, The drug 
should not be given to patients with enlarged prostate or bladder neck obstruction. 
One patient with an enlarged prostate developed acute urinary retention after one 
day’s medication with Banthine. 

Seven patients presenting other gastro-intestinal problems were given the medica- 
tion. This group is not sufficiently large to warrant any conclusions; preliminary re- 
sults were disappointing in this small group, however. Empirically, the drug may be 
of value in such conditions as irritable colon, the syndrome of hyperacidity, ulcera- 
tive colitis, functional bladder difficulties, and dysmenorrhea. 

This report is entirely preliminary. Further studies on gastric acidity and nocturnal 
secretion, as well as the employment of a similar-appearing placebo tablet (for con- 
trol) are indicated. It will be interesting to determine whether a small dose of the 
drug, such as 50 mg. four times a day, may be effective in preventing recurrences of 
duodenal ulcer. 6 references. 2 tables.—Authors’ abstract. 


The Role of Gastroscopy in the Diagnosis of Gastric Pathology. DANIEL J. THOMPSON, 
Tuskegee, Ala. J. Nat. M. A. 43:1-6, Jan. 1951. 


Between 1886 and 1932 numerous crude instruments were used by various clini- 
cians in an attempt to develop one which would be suitable for direct examination 
of the intact human stomach at negligible risk to the patient. The flexible Wolf- 
Schindler gastroscope proved to be such an instrument; and since it was first passed 
by Dr. E. B. Benedict in this country in 1932, it has been shown to be of consider- 
able value in the diagnosis of gastric disease by various investigators. Though tech- 
nical difficulties yet remain to be overcome, no other diagnostic aid surpasses it in 
the diagnosis of the various types of gastritis. Follow-up of these cases is becoming 
increasingly important because of the apparent increase in the number of cases of 
gastric carcinoma found in association with chronic hypertrophic, atrophic, and 
superficial gastritis. 

If the indications and contraindications for gastroscopy (as set forth by Schindler) 
were more widely observed, previously undiagnosed gastric lesions might be discov- 
ered in many instances, Two cases of ulcerative gastritis were discovered by gastro- 
scopy at the Tuskegee V.A. hospital in patients in whom all other methods of diag- 
nosis failed to reveal the etiology of an unexplained clinical picture in which anemia 
was a prominent feature. 

Gastroscopic differentiation of benign from malignant gastric ulcers and identifi- 
cation of gastric neoplasms may be more efficaciously accomplished by interpretation 
of the findings in the light of the clinical history, physical findings, laboratory data, 
and x-ray findings. Careful follow-up of cases with gastric abnormalities (without 
evidence of a definite surgical lesion) in such a manner may reduce our current 
mortality from carcinoma of the stomach. 18 references. 4 figures—Author’s abstract. 
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Atrophic Gastritis: A Follow-up Study oj 100 Patients, J. FINDLEY, JR., JOSEPH KIRS- 
NER AND W. PALMER, Chicago, Ill. Gastroenterology 16:347-53, Oct. 1950. 


There are several reasons to believe that atrophic gastritis may predispose to the 
development of carcinoma of the stomach. Clinical studies have been performed to 
elucidate the relationship of pernicious anemia, peptic ulcer, and gastric polyps to 
gastric carcinoma. It seemed of interest to determine the sequels of atrophic gastritis 
in patients without other diseases. 

An effort was made to obtain clinical data concerning 115 individuals who, by 
gastroscopic examination five or more years previously, had been found to have 
atrophic gastritis. Information was acquired in 100, who were known to have had the 
condition for 5 to 14 (average 8.5) years. Fifty-four of these persons had follow-up 
gastroscopic and/or gastro-intestinal roentgenologic examinations. Although benign 
polyps were discovered in two patients 6 and 9 years after the initial diagnosis of 
atrophic gastritis, no malignant tumors were detected. Both patients who developed 
polyps secreted abundant free acid in response to histamine. In both the atrophic 
gastritis was mild. One of them also had a duodenal and a rectal polyp; the other 
developed multiple gastric polyps. 

None of the patients is known to have developed pernicious anemia. Of 42 patients 
followed 5 to 14 years with gastroscopic examinations, atrophy of the mucosa ap- 
peared unchanged in 23, more pronounced in 13, and improved in 6. Gastric secre- 
tion in response to histamine was measured at intervals of 5 to 14 years in 28 pa- 

| tients. The acid output declined in14 of the 17 patients who initially secreted free acid. 
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39 references.—Authors’ abstract. 


The Treatment of Intractable Peptic Ulcer. WALTER L. PALMER, JOSEPH B. KIRSNER 
AND IRWIN LEVIN. Chicago, Ill. Ann. Int. Med. 33:590-601, Sept. 1950. 


In this paper an attempt was made to present various causes of intractability in the 
treatment of peptic ulcer, and procedures to be used under differing conditions were 
suggested. The differentiation between intractable patients and intractable ulcers is 
most important. The “intractability” of the patient is, to a considerable extent. de- 
pendent upon the patience, perseverance, and skill of the physician himself. Intract- 
able ulcers should be demonstrated by objective methods, i.e., roentgen-ray, and, in 
gastric ulcer, by gastroscopy also. In gastric ulcer the possibility of cancer (peptic 
ulceration in carcinoma) must ever be borne in mind. For this and other reasons, 
resection is usually the best procedure for treatment of intractable gastric ulcer. In 
duodenal ulcer careful medical management. with attention to diet, rest, antacid 
therapy, and nervous factors, is usually effective. In our experience, the addition of 
radiation therapy to the medical program has frequently proved to be of great value. 
True intractability is related to the inability to control the hypersecretion of acid 
gastric juice. Vagotomy is an excellent operation in such patients for, when it is 
successful, it does reduce the secretory rate. Usually it should be combined with a 
posterior gastro-enterostomy. Vagotomy is certainly the treatment of choice for jejunal 
ulcer. When medical management, radiation therapy, and vagotomy all fail, and ulcer 
is definitely present, further gastric resection is the only alternative available. Ulcers 
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do not recur after total gastrectomy, Fortunately, such a radical treatment is almost 
never necessary. The treatment of patients with peptic ulcer is still an individual 
problem. Patients differ, ulcers differ, the complications vary, but the fundamental 
principles remain unchanged. Schwartz was correct in the dictum “no acid—no ulcer.” 
A satisfactory method for controlling the acid gastric secretion has not yet been 
found. Nevertheless, judicious use of the available medical and surgical. procedures 
should result in control of both the patient and the disease. 10 references. 6 figures. 
—Author’s abstract. 


The Relief of Peptic Ulcer Pain by Tetraethyl Ammonium Chloride. PAUL A. BINTER 
and THOMAS J. RANKIN. Wichita, Kansas. Ann. Int. Med. 33:649-58, Sept. 1950. 


Observations of diminished motility of the stomach when tetraethyl ammonium 
chloride (TAC) was administered led to its trial in the treatment of pain of peptic 
ulcer. Of 70 hospitalized cases of proved peptic ulcer, 40 were considered refractory. 
In these, pain was an outstanding symptom in 27 cases. This pain was consistently 
relieved by intramuscular administration of 500 mg. of TAC. Recurrent pain could be 
controlled by this dose twice a day. Three case histories are presented. A table is 
given of 27 cases abbreviating history, x-ray findings, previous behavior on standard 
therapy, response to TAC, and pathologic findings where operation was performed. 
The authors offer the hypothesis that pain of peptic ulcer results from visceral dis- 
tention proximal to spasm about the ulcer site, and that TAC affords relief by nervous 
blockade of vagal impulse with relief of spasm and motility. TAC is a useful tool in 
initial hospital therapy of peptic ulcer and is without material side effects. 14 refer- 
ences. | table.—Authors’ abstract. 


Amino Acid Excretion in Patients with Gastro-Intestinal Disease During Ingestion of 
Various Protein Supplements. A. L. SHEFFNER, J. B. KIRSNER and W. L, PALMER. 
Chicago, Ill. Gastroenterology. 16:757-63, Dec. 1950. 


Four types of protein foods—(a) normal whole protein (meat and eggs), (b) dehy- 
drated whole protein (skimmed milk powder), (c) fluid whole protein (canned evap- 
orated milk), and (d) hydrolyzed protein (enzymatic liver digest)—-were each ad- 
ministered during consecutive six day periods to 1 normal subject, 2 patients with 
benign gastric ulcer, and 2 with chronic ulcerative colitis, under conditions of constant 
nitrogen and caloric intake. In addition to the nitrogen balances, eight amino acids— 
leucine, isoleucine, valine, threonine, arginine, histidine, lysine, and methionine— 
were measured microbiologically in the food, plasma, urine, and feces. 

In general, a larger quantity of amino acids was excreted in the urine during the 
oral administration of protein hydrolysate than during the other regimens. The excre- 
tion of arginine and lysine was also high during the ingestion of evaporated milk. 

The output of amino acids in the feces, on the average, was greatest during the oral 
ingestion of protein hydrolysate and smallest during the intake of normal protein; 
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these differences were more pronounced in the patients with gastric ulcer and ulcera- 
tive colitis than in the normal subject. 

The differences observed during the ingestion of various protein supplements sug- 
gest that measurement of amino acid excretion is a useful procedure for the more 
comprehensive evaluation of protein foods. 15 references. 4 tables.—Authors’ abstract. 


Medical and Modern Surgical Treatment of Chronic Ulcerative Colitis. 0. KAPEL. 
Copenhagen, Denmark. Acta Med. Scandinav. 138:328-40, 1950. 


In Denmark, as well as in the other Scandinavian countries, even the most serious 
cases of ulcerative colitis are often medically treated over several decades, In order 
to judge the effect of this treatment, the author has gathered 145 cases from five large 
medical departments in Copenhagen. All cases were examined from 2 to 15 years 
after hospitalization. 

The various methods of medical treatment are mentioned, including modern anti- 
biotics. By all these treatments definite but temporary improvement was observed 
in some cases. The improvement as well as the almost invariable recurrences occurs, 
as a rule, without any certain apparent relation to the treatment in each case. The 
author points out the importance of getting into direct contact with patients dis- 
charged from hospitals. Only through this contact has it been possible to get an im- 
pression of the real severity of this disease. 

Real cures, i.e., patients free of symptoms more than 5 years, are great rarities (9 
out of 145 cases). There are 48 dead, and 32 constantly severely incapacitated, that is, 
in all, 56 per cent of the author’s material. None of the patients had been through 
radical operation at the termination of the work, but, so far, 3 of them later were 
given modern surgical treatment. A few of the patients (fulminant cases) have been 
operated upon according to old conservative principles (appendicostomy, cecostomy, 
ete.) but with very bad results. Most of them died shortly after the operation. 

The author proposes that every case of ulcerative colitis, primarily, should be sent 
for examination into a medical department, but that after the examination each case 
should be discussed by the medical man and the surgeon specialized in that field 
of surgery. Furthermore all cases of ulcerative colitis should be recalled for procto- 
scopic and x-ray examinations at least once or twice a year. Attention is called to 
the risk of carcinoma in ulcerative colitis. In this material only 2 cases were observed 
with certainty. 

On the basis of this material it is concluded that the medical (and conservatively 
surgical) treatment has made no progress during this century, and, as a consequence 
of this fact, modern treatment must be preferred aiming at (1) ileostomy, and, in 
most cases later on (2) subtotal or total colectomy, in one or two stages. In some 
cases it will be necessary to perform the subtotal colectomy with ileostomy in one 
single stage (vital indication). 

The author emphasizes the change in the care of ileostomy after the production of 


modern ileostomy-bags (Koenig-Rutzen, Torbot Co.). 40 references. 1 figure.—Au- 
thor’s abstract. 
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Islet-Cell Tumours of the Pancreas: with Report of Three Cases. J. SALISBURY CRAIG, 
J. ANDERSON AND P. MAC FARLANE. Glasgow, Scotland. Glasgow M. J. 31:296-308, 
Sept. 1950. 


This article includes a brief historical review of islet cell tumors, detailed ob- 
servations upon the characteristics of such tumors, a report of 3 cases, and a discus- 
sion of the symptomatology, pathology, and treatment. 

In the historical review reference is made to the classical work of Banting and Best 
on the extraction of insulin and the early clinical experience of hypoglycemic symp- 
toms, sometimes culminating in coma, The subsequent march of knowledge con- 
cerning the clinical phenomena associated with hypoglycemia is described, including 
a note on the first islet cell tumor of the pancreas which was discovered in 1927 and 
proved on operation to be a metastasizing carcinoma. 

The classification adopted is that of Lopez-Kruger and Dockerty (1947). Islet cell 
tumors are divided into functioning and nonfunctioning types, according to the pres- 
ence or absence of hypoglycemic symptoms, each group being further classified into 
adenomas, carcinomas, and tumors bordering on malignancy. 

Three case reports serve as illustrative examples of islet cell tumors with and with- 
out hypoglycemia: 


Case 1.—A woman of 49 years was admitted to hospital in coma of four days’ 
duration, the only relevant past history being a single attack of unconsciousness one 
year previously. The clinical condition of the case during the five days in the hos- 
pital before death is described, and particular attention is drawn to a striking pupil- 
lary reaction in which, on passive elevation of the eyelids, the pupils dilated on 
exposure to daylight but contracted within a minute, with a subsequent phase of 
hippus. 

At necropsy, a discrete rounded tumor 8 mm. in diameter was found embedded 
in the pancreas near the lower border, 6 cm. from the tip of the tail. Histologic exam- 
ination proved the tumor a benign islet cell adenoma. The histology of the tumor is 
described in detail. 


Case 2.—A man of 56 years suffered from hypoglycemic symptoms for five years 
during which time an exploratory laparotomy failed to reveal any pancreatic tumor. 
At a second exploration a small adenoma was removed from near the neck of the 
pancreas. Complete cure was effected. 

The histology of the tumor, a benign islet cell adenoma, is described in detail. 


Case 3.—A woman of 47 years suffered from peptic ulceration of 10 years’ duration, 
for which two abdominal operations had been performed. In the course of a subse- 
quent partial gastrectomy, an ovoid retroperitoneal tumor measuring 9.5 by 6 by 5 
cm. was found lying just superior to the tail of the pancreas. This tumor was removed. 
It had been seen at operation five years previously and did not seem to have increased 
much in size in the interval. It is suggested that this tumor is of the nonfunctioning 
variety and of borderline malignancy. 

In the discussion of the cases the difficulties in diagnosis are pointed out and the 
virtual impossibility of correlating the histologic characters of the tumors with 
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their functioning activity is stressed. The irregularity of the functioning activity of 
the tumors is commented upon, and an analogy with pheochromocytomas causing 
intermittent hypertension is made. 


Important points in the treatment of functioning islet cell tumors are illustrated by 
case 2, in which dietary measures alone failed to control the hypoglycemia, being an 
example of the difficulty in locating such small tumors at operation, and typifying the 
dramatic cure effected by surgical removal of the tumor. 


Two cases are quoted in which alloxan, with its specific necrotizing action against 
the beta cells of the islets of Langerhans, has been used in the treatment of islet cell 
tumors. It is concluded, however, that while alloxan may offer therapeutic possibilities, 
surgical incision is at present the treatment of choice, affording the only certain 
means of effecting cure. 25 references. 12 figures.-Authors’ abstract. 


Study of Pancreatic Serum Enzymes Following Secretin Injection in Pancreatic Af- 
fections. M. LOPUSNIAK AND H. BocKUs. Philadelphia, Pa, Gasterenterology 16:294- 
308, Oct, 1950. 


The response of the serum amylase and lipase was studied in patients who underwent 
the ordinary duodenal intubation procedure after pancreatic stimulation. Eighty units 
of Wyeth’s secretin were injected intravenously immediately after blood was taken for 
the fasting sample; venipunctures were performed and serum enzyme concentrations 
were determined 1, 4, and 24 hours thereafter. Secretin stimulation caused no signifi- 
cant rise in the concentration of serum amylase in normal persons; all of the values 
were less than 100 mg. The greatest lipolytic activity of the serum in any case was 1.1 
ec. N/20 NaOH. Such a response was termed “negative secretin serum test.” In a 
group of patients with evidences of advanced pancreatic insufhiciency as determined by 
the duodenal intubation procedure and by the presence of steatorrhea, calcification, or 
diabetes, no appreciable serum enzyme response to secretin stimulation occurred, A 
negative secretin serum test was obtained in patients with extensive malignant neo- 
plasm of the body of the pancreas. A similar response was obtained in patients with 
idiopathic steatorrhea without other evidence of pancreatic dysfunction. If the test 
concentration was still increased, a further rise in enzyme concentration occurred. In- 
creases in serum lipase concentration occurred more often than those in serum amylase 
after the administration of secretin. Even after the fasting enzyme levels return to nor- 
mal, a positive serum secretin test may occur if the time interval following the attack 
does not exceed 10 weeks in this group. A striking rise in one or both serum enzymes 
occurred following secretin in 2 patients with carcinoma in the region of the head of 
the pancreas, whose fasting enzyme concentrations were normal, In 3 patients wiih 
idiopathic steatorrhea in which a pancreatogenous element was suspected by other 
tests, the serum secretin test was positive. The diagnostic implications of these findings 
are discussed. It is believed that the serum secretin test has value in the study of some 
patients suspected of having pancreatic disease. It is of less value than the combined 
serum and duodenal procedure in the critical study of pancreatic function and dis- 
ease. 6 references. 5 tables.—Author’s abstract. 
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Diseases of the Liver: A Retrospect. J. W. MCNEE. saa eiapentes Glasgow M. J. 
31:371-84, Nov. 1950. 


This retrospect on diseases of the liver sums up the author’s personal experience 
as clinician and research worker over a period of nearly 40 years and notes tie 
various advances in knowledge and the way in which they have come about. The 
author was fortunate in his close personal associations in the earlier part of the cen- 
tury with all the great workers on different aspects of hepatic disease, physiologic, 
pathologic and clinical. Such men included Minkowski, Eppinger, Aschoff, Windaus, 
Chaufford, Rolleston, and Hijmans van den Bergh in Europe and, somewhat later, 
Peyton Rous and F, C. Mann in America. 


The author’s earliest work began in Aschoff’s laboratory in Freiburg-i-B just at the 
birth of the concept of the reticulo-endothelial system (Aschoff), and suggested, dif- 
ferent from current authoritative opinion (Eppinger), that in birds, at least, bile 
pigment was not mainly manufactured in the liver but in reticulo-endothelial cells 
elsewhere. It was then carried to the liver simply for excretion. This view was con- 
firmed for higher animals (dogs) by F. C. Mann and his colleagues at Rochester, Minn. 
Full evidence in man could only be obtained by indirect methods, and fortunately the 
Hijman van den Bergh method of estimating small amounts of bile pigment in small 
amounts of blood plasma came just at the right time. The author insists that the van 
den Bergh reaction, although it failed to fulfill its early promise in the clinical diag- 
nosis of different types of jaundice, did more for the elucidation of hepatic disease 
than any other work of its time. The author found great difference of opinion con- 
cerning the actual structure of the hepatic lobule, and devoted much study to this 
problem. Finally he evolved a diagram illustrating in principle the structure of the 
liver lobule which has been included in many textbooks of medicine and pathology 
up to the present day. On the basis of this work a new classification of jaundice was 
suggested (1923-24) into (1) obstructive, (2) toxic and infective and (3) hemolytic, 
and this classification, sometimes with minor modification, has also remained the one 
still in common clinical use. Other subsequent classifications, for instance that of 
Rich (Baltimore), are referred to. 


The author quite early in his work realized the supreme importance of two factors 
affecting diseases of the liver—the great excess of hepatic tissue over normal needs 
and the amazing powers of the organ for repair. 


From a study of fatal cases of Weil’s Disease in World War I and experimental 
observations on infected guinea pigs, the author recognized the importance of “hepa- 
titis” as the essential cause of the majority of hepatic diseases and later, with many 
others, has emphasized more and more the conception of hepatitis—acute (acute necro- 
sis of liver), subacute, and chronic (chronic hepatitis or cirrhosis). He traces the 
gradual increase in knowledge of acute infective hepatitis (catarrhal jaundice), of 
syringe jaundice, and of homologous serum jaundice between the two great wars, and 
points out how the pandemic of acute infective (viral) hepatitis of Warld War II 
stimulated research and cleared up many things while leaving new puzzles. The great- 
est improvement in investigative technic has been the introduction of liver biopsy 
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(Iversen and Roholm), by means of which the whole progress of hepatitis from begin- 
ning to end can be studied in human patients. 

He refers fully to all the new work, begun experimentally on small animals (Gyor- 
gy. Himsworth, Best and many others) which has thrown an entirely new light on the 
factors probably at work in the production of alcoholic and nutritional cirrhosis. He 
considers the clinical applications which may result from this work, and cautiously 
concludes that the main applications may be preventive rather than curative. 

Finally the author sums up the progress as seen in his long experience and notes 
the army of workers now actively engaged in the study of hepatic disease throughout 
the world in comparison with the handful of investigators 40 years ago. 16 references. 

Author's abstract. 


Congenital Absence of the Gall Bladder—A Possible Hereditary Defect. 5. L. KOBACK- 
Ek. Toledo, Ohio. Ann. Int. Med. 33:1008-12, Oct. 1950. 


In a single family 2 sisters were found to have proved agenesis of the gallbladder, 
and 5 other sisters were investigated by cholecystogram. Of these, 3 did not visualize. 
Two 18 year old daughters of 2 of the designated cases also showed nonvisualization. 
The author points out the importance of considering absence of the gallbladder as a 
possibly hereditary feature and of guarding against the diagnostic pitfalls in families 
in which agenesis of the gall bladder has been discovered. 7 references. 1 figure. 1 
table.-Author’s abstract. 


The Epinephrine Test for Cortico-Adrenal Reserve Function and the Excretions of 
Corticosteroids and 17-Ketosteroids in Chronic Ulcerative Colitis. £. LEONARD POSEY, 


JR., DON R. MATHIESON, HAROLD L. MASON and J. ARNOLD BARGEN. Rochester, Minn. 
Am. J. M. Se. 219:651-57. June 1950. 


An attempt was made to assess adrenal cortical reserve function in a group of 14 
patients suffering from chronic ulcerative colitis of varying degrees of severity. As 
determined by the epinephrine test, questionably impaired adrenal function was found 
in 5 of 14 patients, and definite dysfunction was evident in another 5. The results of 
this procedure roughly paralleled the degree of clinical severity. There was no correla- 
tion between the results of the epinephrine test and urinary corticosteroid excretion 
as measured prior to the test; abnormal responses to epinephrine were accompanied by 
diminished, normal, and elevated corticosteroid values. Low normal or abnormally 
diminished urinary 17-ketosteroids were found in all patients studied, with no appar- 
ent relation between these values and the urinary corticosteroids or the results of the 
epinephrine test. The sedimentation rate was found, roughly, to parallel the results of 
the epinephrine test and the degree of clinical severity. The findings are briefly dis- 
cussed, It is felt that the evidences of impaired adrenal cortical function represent a 
depletion of cortico-adrenal reserve which is not specific for chronic ulcerative colitis 
and which is the result of long-continued stress. 

As judged by the response to the epinephrine test of Laragh and Almy, impairment 
of the reserve function of the adrenal cortex is not infrequently an accompaniment 
of chronic ulcerative colitis. 5 references. 6 tables.—Authors’ abstract. 
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Electrolyte Studies on Patients with Cirrhosis of the Liver. W. J. EISENMENGER, S. 
BLONDHEIM, A, BONGIOVANNI AND H. G. KUNKEL. New York, N. Y. J. Clin. Investi- 
gation 29:1491-99, Nov. 1950. 


Most patients with cirrhosis requiring paracenteses at frequent intervals, while on 
a liberal intake of salt, excrete less than 1 mEq. of sodium daily in the urine, The 
restriction of ingested sodium to 15 mEq. a day effectively controlled ascites in these 
patients, since 15 mEq. approximated the daily fecal and dermal loss of sodium. 

Serum sodium was low in many patients who were accumulating ascites rapidly, 
while sodium levels were normal in patients with cirrhosis who had no ascites. The 
depressed serum sodium suggested that the forces producing ascites were extreme and 
that ascites was formed out of proportion to available sodium. Conversely, a rise in 
serum sodium and/or increased urinary sodium indicates a decreased tendency to 
form ascites. These indications of improvement were often observed long before the 
associated changes in fluid balance became obvious. Paracenteses occasionally ap- 
peared to provide an additional mechanism producing depressed levels of serum 
sodium. 

Low levels of sodium and increased ratios of potassium to sodium were found in 
saliva of patients with ascites, and reduced concentrations of sodium in sweat were 
also found. These results demonstrate that the retention of sodium by the patients 
with ascites is a general phenomenon and not solely renal. The possible role of the 
adrenal gland in the retention of sodium is discussed. 10 references. 6 figures. 3 tables. 
—Author’s abstract. 


A Study of Dietary Factors, Alcoholic Consumption and Laboratory Findings in 100 
Patients with Hepatic Cirrhosis and 200 Non-Cirrhotic Controls. a. Y. OLSEN. Los 
Angeles, Calif. Am. J. M. Sc. 220:477-84, Nov. 1950. 


One hundred patients with portal cirrhosis of the liver were interviewed and exam- 
ined. Symptoms and laboratory findings were tabulated and compared with those of 
other investigators. 

Specific questions were asked concerning the kind and amounts of alcoholic bever- 
ages and essential foods consumed. As controls, the same specific questions were 
asked 100 noncirrhotic patients in the same economic bracket, a county hospital group, 
and 100 private practice patients, a financially more fortunate group. 

Alcoholic drinks in the cirrhotic group were taken in moderation by 14 per cent, 
and heavily by 78 per cent according to their own statements. In the noncirrhotic 
patients in the same economic bracket, consumption was moderate in 41 per cent and 
heavy in 5 per cent. In the private practice group, alcohol drinks were taken only 
occasionally or in moderation by 24 per cent. The greatest number of patients in the 
cirrhotic group had been drinking heavily for 15 to 25 years. 

The most common dietary deficiencies in the cirrhotic group consisted of a com- 
bination of protein and vitamin B complex foodstuffs. This occurred in 45 pet cent. 
Deficiency in B complex only occurred in 15 per cent. There was thus a B complex 
deficiency in a total of 60 per cent. This figure is probably low as no history was 
obtainable from 13 patients. It was thought significant that there was a combination of 
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protein and vitamin B complex deficiency in the noncirrhotic groups of only 5 per 
cent and 6 per cent respectively, as compared with 45 per cent in the cirrhotic group. 

Nutritional deficiencies and alcohol as factors in the etiology of cirrhosis of the 
liver were also discussed. 38 references. 5 figures. 3 tables.—Author’s abstract. 


Adrenal Cortex in Liver Disease. JOHN JOSEPH WEBSTER, New York, N. Y. Ann. 
Int. Med, 33:854-64, Oct. 1950. 


A first group of 9 patients (cirrhosis, 4; homologous serum jaundice, 1; chronic 
active infectious hepatitis, 1; chronic hepatitis with “pseudo-colic,” 1; arsenical 
hepatitis, 2) was treated with aqueous and oil extracts of adrenal cortex. All were ‘ 
rapidly deteriorating despite usual therapy. All recovered promptly, and laboratory 
tests reverted to normal. Re-examination after a year revealed no evidence of liver 
dysfunction. There was evidently: (1) psychic stimulation; (2) alteration of the 
carbohydrate-protein metabolism with glyconeogenesis from protein, deposition of 
liver glycogen, possible formation in the liver of 2-globulin (hypertensinogen), 
changes in blood sugar levels; and (3) sodium and fluid retention with potassium 
excretion and changes in body hair and pigment. Of 3 patients with hyperglycemia, 
one had a Cushing-like syndrome with possible permanent diabetes; 2 patients had 
hypertension, 2 had unexplained precordial distress, and all had latent edema. There 
was remission of complicating ulcerative colitis in 1 case. The further use of the 
drug in colitis and the sprue syndrome is being investigated. Care must be used in 
administration of adrenal cortex extracts. Literature is reviewed and theories of action 
are discussed. Unlike the reported experience with ACTH and cortisone, extract of 
| adrenal cortex may be discontinued when recovery is noted. It is believed that this 
is evidence of a true physiologic effect. possibly in balancing an adaptive homeostatic 
regulating mechanism or in the actual regeneration and repair of damaged liver 
cells. 31 references.—Author’s abstract. 


Biliary Cirrhosis, An Evaluation of Various “Liver Tests”. w. RICKETTS and J. KIRS- 
ner. Chicago, Ill. Gastroenterology 16:404-17, Oct. 1950. 


Various tests currently used to diagnose liver disease were performed simultane- 
ously in 50 patients with histologically proved biliary cirrhosis. Biopsy specimens 
were secured during laparotomy, needle biopsy, or both. The term biliary cirrhosis 
was applied to the changes in the liver resulting from any condition involving the 
biliary tract or the cholangioles and producing appreciable fibrosis and bile duct 


proliferation. 
| . The 50 cases were divided into three groups: (1) 2 of cholostatic biliary cirrhosis 
: with complete obstruction of the biliary tract without associated infection; (2) 43 


cases of the cholangitic type involving the large ducts with two components of obstruc- : 
é tion and infection; and (3) 5 of cholangiolitic biliary cirrhosis with no lesion of the 

large ducts or gallbladder, the process primarily involving the cholangioles. 
The following conclusions were drawn: 


» 1. Increased alkaline phosphatase, bilirubin and cholesterol, indicative of regurgi- 
tation of bile, are the most frequent abnormalities. 
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2. In cholostatic biliary cirrhosis there is regurgitation of bile; tests of parenchymal 
function are normal. 

3. In cholangitic biliary cirrhosis there is a variable degree of biliary regurgitation 
depending upon the degree of obstruction, Parenchymal function is affected to a vari- 
able extent, depending most probably upon the associated infection. There is no ap- 
preciable difference in these tests in the jaundiced and in the nonjaundiced patients. 

4. Cholangiolitic biliary cirrhosis, an intrahepatic condition, produces alterations 
in the liver tests rather characteristic of the so-called extrahepatic or “surgical” jaun- 
dice: elevation of alkaline phosphatase, direct and indirect bilirubin with a normal 
prothrombin time, hippuric acid elimination, and urinary urobilinogen. 

5. The thymol turbidity and cephalin cholesterol flocculation are frequently and 
unpredictably altered in both cholangitic and cholangiolitic biliary cirrhosis. 39 refer- 
ences. 5 tables.—Author’s abstract. 


Medical Progress in Cholesterol Metabolism in Relation to Diseases of the Liver 
and the Biliary Tract. GEORGE C. HENEGAR and JAMES L. TURNER, Oakland, Calif. 
California Med. 73:489-93, Dec. 1950. 


Cholesterol is regarded as an essential consitituent of protoplasm, It occurs in 
two forms in the body: (1) as a free form, in which it appears to function as a struc- 
tural part of the cell membrane, and (2) as the esterified form, in combination with 
fatty acids. The ester of cholesterol occurs chiefly in the blood plasma and in the 
adrenal cortex. 

About 60 to 80 per cent of that amount is in the form of cholesterol esters. The 
remainder is free cholesterol. The equilibrium between free and esterified cholesterol 
is maintained by the enzyme cholesterol esterase, which is widely distributed in the 
body. 

The synthesis of cholesterol is through the coupling of a number of small carbon 
acetate molecules. 

One of the major causes of changes in the blood levels of cholesterol and cholesterol 
esters is hepatic and biliary tract disease, Determinations of these two constituents 
at weekly or biweekly intervals, when taken in conjunction with the serum bilirubin 
levels, offer considerable assistance in the differential diagnosis of jaundice. Perhaps 
the chief value of this ratio is as an indicator of the severity of hepatic damage. 

In diseases of the liver and extrahepatic biliary tract of fairly long standing, there 
is always some degree of cellular damage superimposed on primary biliary obstruc- 
tion. In obstructive jaundice an increase in the total serum cholesterol as well as in 
the cholesterol esters is a fairly constant finding. The relationship of hypercholes- 
terolemia to that of hyperbilirubinemia enhances the significance of the former finding 
in the diagnosis of simple and uncomplicated obstructive jaundice. In such instances 
a rough parallel has been demonstrated with the elevated serum cholesterol. 

In primary biliary cirrhosis (intrahepatic origin) and in secondary biliary cirrhosis 
(extrahepatic origin) the serum cholesterol, particularly free cholesterol, is signifi- 
cantly elevated, sometimes strikingly so. Primary biliary cirrhosis differs from so- 
called xanthomatous biliary cirrhosis chiefly in degree. 
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Parenchymatous liver disease is usually associated with a decreased value for total 
cholesterol as well as for the ester fraction. The ester fraction may decrease to a 
much greater degree than does the free cholesterol and in the stage of active necrosis 
may approach zero. In hepatocellular disease, as contrasted with that of primary 
obstructive jaundice, the values for serum cholesterol and serum bilirubin tend to 
diverge with the cholesterol falling as the bilirubin rises. 

In atrophic cirrhosis of the liver (Laennec’s cirrhosis) the serum cholesterol value 
varies with the stage of the disease at the time of the investigation. In general, the total 
serum cholesterol and the cholesterol esters remain normal, unless there is super- 
imposed an acute hepatic degeneration, or terminal cholemia develops. 

In acute yellow atrophy the total cholesterol value as well as that of cholesterol 
ester is decreased even to the point where ordinary methods of testing do not show 
the presence of cholesterol esters. 

In the majority of cases of infectious hepatitis the total cholesterol value ranges 
between 300 and 400 mg. per 100 ce., while the cholesterol esters fall to 30 to 60 
per cent of the total. Two exceptions occur to the general rule that the total choles- 
terol and esters fraction are decreased in parenchymatous liver disease, In toxic hepa- 
titis, produced by such agents as arsphenamine, hypercholesterolemia may be noted 
from the onset of the jaundice. Likewise, in the so-called “regenerative phase” of 
intrahepatic jaundice, increased values for serum cholesterol occur. 

Gallstone formation. Pure cholesterol stones occur as the result of disturbance of 
the cholesterol metabolism and usually develop singly in the gallbladder. Stone forma- 
tion results from the decrease in the ratio of bile salts to cholesterol in the bile. 

Pure cholesterol stones may develop in the absence of infection, but, with stasis, 
in persons with altered cholesterol metabolism. 

Mixed stones containing cholesterol are assumed to have started as pure cholesterol 
stones in the gallbladder. 

Stones in the common duct are usually preceded by stone formation in the gall- 
bladder, the calculi then passing from the gallbladder to the common duct. 

In cholecystitis, with cholelithiasis, but with no obstruction of the outflow of the 
bile and with no complicating infections of the biliary passages, there is usually no 
change in the value for serum cholesterol. 

Although the present methods of treatment of gallbladder and common duct stones 
is logically surgical, the ideal treatment would be prophylaxis, based upon dietary 
management, particularly for patients with a personal or familial history of gall- 
stones, for obese persons, for pregnant patients, and for patients with hypercholes- 
terolema of unknown origin. 41 references. 1 figure. 1 table-—Author’s abstract. 


The Excretion and Concentration of Aureomycin in the Abnormal Human Biliary 
Tract. Part I, Gall Bladder. 5. ZASLOW, T. HEWLETT, R. LORRY, Philadelphia, Pa. 
Gastroenterology 16:475-83, Oct. 1950. 


Each of 25 patients scheduled for cholecystectomy was given 250 mg. of aureomycin 
orally at intervals before operation. The drug was given on an empty stomach and 
no food was eaten after the drug was given. The time elapsing between ingestion of 
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the drug and clamping of the cystic duct was noted. The level of aureomycin in the 
bile from each gallbladder was determined. 

The time elapsing between ingestion of aureomycin and cholecystectomy varied 
from 2 to 12 hours. The concentration of aureomycin in these varied from 0 mcg./cc. 
to more than 3.2 mcg./cc. In 14 there was no aureomycin in the bile. In all but 2 
of these 14, the gallbladder was a site of either suppuration, subsiding in intervals, 
or hydrops. In each of these the cystic duct was obstructed by a stone. In the 2 ex- 
ceptions in which there was no obstruction, subsequent studies showed that no drug 
was excreted into the biliary tree. 

In the remaining 11 patients aureomycin was found in gallbladder bile. In all 
but 1 the cystic duct was patent. In this exception aureomycin was recovered in spite 
of the fact that the gallbladder was obstructed by a stone and contained pus. How- 
ever, the gallbladder had perforated into the liver, and the lumen of the gallbladder 
was communicating with the liver parenchyma. 

The most important factor concerned with aureomycin reaching the gallbladder 
lumen was the patency of the cystic duct and the ability of the liver to excrete the 
agent. Once the drug reached the gallbladder lumen, it was neither increased in con- 
centration nor rapidly absorbed or ejected from the lumen. Acute inflammation per se 
apparently did not alter the mode of entrance of aureomycin into the gall bladder. 
16 references, 1 table.—Author’s abstract. 


The Excretion and Concentration of Aureomycin in the Abnormal Human Biliary 
Tract. Part 11. Hepatic Bile. J. zAsLOW, T. HEWLETT, and R, GOLDSMITH, Philadel- 
phia, Pa, Gastroenterology 16:479-83, Oct. 1950. 


Eight patients who have undergone choledochostomy were selected. Between the 
day of operation and the fourth day after operation each patient was given 250 mg. 
of aureomycin intravenously. Specimens of bile were collected from the T tube at 
intervals of 15, 30, 60, 90, and 120 minutes. The concentration of aureomycin in 
the bile was determined. In each case it was observed whether jaundice was present, 
and whether it was increasing or decreasing. In some cases liver function tests were 
done. In those patients in whom there was impaired excretion of the drug, studies 
were repeated days or weeks later. 

Four of the 8 patients had no jaundice and presumably a normal liver as deter- 
mined by function tests. Each of these excreted the drug up to a level of at least 40 
mcg./cc. in at least one of the specimens collected. In a few cases a level of 80 was 
reached. 

The remaining 4 patients excreted levels of 0 to 4 meg./cc. on initial study. Two 
of these had jaundice observed at the time of operation, and one of them was recov- 
ering from an attack at the time of operation. In the fourth patient, although no 
jaundice was present, there was definite impairment of the liver function as deter- 
mined by laboratory studies. In 3 of the patients in whom subsequent excretion studies 
were done days or weeks later after obstruction was relieved by operation, there was 
an increase of the level of aureomycin in the bile. In one patient no aureomycin was 
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excreted a week after operation, although liver function tests were normal and no 
jaundice was present. Levels in the blood serum were not determined since this has 
been reported from other clinics. 

Under ideal conditions of normal liver function and absence of biliary obstruction, 
aureomycin was excreted into the biliary tract in very high concentration, Even small 
intravenous doses of aureomycin produced high levels in the bile. In the presence 
of impaired liver function or biliary tract obstruction, little if any of the drug appears 
in the bile. Once obstruction has been overcome and liver function has improved, 
we may expect the drug to reach the bile and help the body defenses to overcome 
any infection present more rapidly. 

During active obstruction it may be hoped that the drug will prevent ascending 
infection from affecting areas in the liver still uninvolved. 3 references. 1 table—Au- 
thor’s abstract. 


Hepatic Function Tests Based Upon the Elimination of Dyes by the Bile. (Pruebas 
de funcionalsimo hepatico basados en la eliminacion de colorantes por la bilis. 
La prueba de la bromosulfleina, Investigaciones dirigidas a establecer el patron 
normal de retencion a los 30 minutos por la tecnica fotocolorimetrica). CARLOS 
BENAIM PINTO, Universidad Central de Venezuela, Caracas. Rev. Policilinia Caracas. 
18:171-203, July-Aug. 1950. 


A review of hepatic function tests based on the elimination of dyes by the bile 
and more specially of the bromosulphalein excretion test is made. 

Eighty normals were studied in order to establish the standard retention 30 minutes 
after injection of the dye, using a dose of 5 mg. per Kg. of body weight and a photo- 
colorimetric technic for the determination. Results indicate a wide range of normal, 
between 0 and 11.5 per cent. This makes the 30 minutes’ measurement relatively 
little sensitive. However, as in 75 per cent of the cases retention did not exceed 6 per 
cent, it is believed that retentions of less than 6 per cent at 30 minutes are a good 
index of hepatic integrity. For retentions superior to 6 per cent, and especially for 
those near 11.5 per cent, caution in interpretation is indicated. In those cases, meas- 
urement of functional reserve (Macdonald) or simply measurement of the dye at 
45 and 60 minutes ( Mateer et al) are indicated. 


A Study of Pyruvic Acid in the Blood and Spinal Fluid of Patients with Liver Dis- 
ease with and without Hepatic Coma, D. AMATUZIO and s, NESBITT, Minneapolis, 
Minn. J. Clin. Investigation 29:1486-90, Nov. 1950. 


To investigate the possibility of impaired intermediary carbohydrate metabolism 
in hepatic failure, pyruvie acid was determined by the modified Lu method in blood, 
spinal fluid, and urine. Controls included 16 surgical patients with mechanical dis- 
ability and 31 patients with various diseases exclusive of liver disease, Thirty-six 
patients with liver disease included 12 with viral hepatitis and 24 with portal cir- 
thosis. Fourteen were observed in hepatic coma (9 cirrhosis, 5 hepatitis). Pyruvic 
acid levels in the hepatitis group (excluding those in coma) were normal. The group 
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with simple decompensated cirrhosis had moderately elevated values on admission 
which returned to normal within a few days. The highest values were found in hepatic 
coma in which group the pyruvic acid was constantly elevated. Serial determinations 
showed an abrupt rise during coma and a decline with improvement. Spinal fluid 
values were elevated in 10 and normal in 4, Mean blood, urine (mg. per cent) and 
spinal fluid values in the coma group were significantly higher than values in the 
cirrhosis group without coma (t=4.4 P<0.01) and in the control group (t=6.7 
P<0.01). A series of patients with pulmonary emphysema (arterial oxygen satura- 
tion of 51.1 per cent to 93.3 per cent) gave normal blood and urine values. This 
would exclude hypoxia (reported to occur in cirrhosis) as a cause of elevated values. 
The degree of elevation of blood pyruvic acid would appear to depend upon the 
degree of hepatic failure. We suggest that this may result from an inability of the 
liver to assimilate pyruvic acid to form the dicarboxylic acids necessary for the 
Kreb’s cycle. Thus failure of cellular aerobic metabolism may well explain the neuro- 
logic manifestations and oliguria so characteristic of hepatic coma. 12 references. 
4 figures. 3 tables.—Author’s abstract. 


BLOOD AND LYMPHATIC DISORDERS AND DISEASES 


Some Historical Aspects of Iron Therapy. ¥. J. HEBBERT, Glasgow, Scotland. Glasgow 
Med. J. 31:385-95, Nov. 1950. 


A convenient landmark from which to review some interesting aspects of the his- 
tory of iron in internal medicine is Monardes’ Dialogue of Iron, which reviewed 
earlier writings and described methods of preparing iron, as Crocus Martis. This 
remained in use for over 200 years. Sydenham, Willis, and their contemporaries also 
used iron filings in various forms, or iron-containing waters found in nature. Nicholas 
Lemery and his successors gave detailed accounts of the chemistry and pharmacy 
of the different preparations in use, though the precise chemistry of the final prod- 
ucts is not always clear. Widely divergent views were held on the pharmacology of 
iron, many authorities claiming that the internal action of iron was due to its weight, 
or its astringency, or both. Menghini demonstrated unequivocally that most of the 
iron in the body was in the red cells and that the amount might be increased by giving 
iron orally. His work pointed out the way to a better understanding of the pharma- 
cology of iron, though it did not gain immediate acceptance. By the time Blaud pub- 
lished his classical paper on the treatment of anemia, a clear understanding of the 
action and value of iron was becoming general, though many empirical uses were 
still in favour, based vaguely on its supposed astringent properties. This was re- 
flected in the equally wide variety of preparations available. The first half of the 
nineteenth century saw a number of cases of iron poisoning, probably the first to be 
described fully. The virtual absence of further reports until recently can possibly be 
related to the gradual limitation of iron in full doses to cases of anemia, and also to 
the effects of the mistaken views of Bunge and his school. The writings of these au- 
thors, though early refuted by Stockman and others, influenced subsequent opinion 
until well into the present century. Parenteral iron, though used in 1872, was un- 
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satisfactory until modern intravenous preparations became available. An interesting 
recent development has been the occurrence of several cases of accidental fatal poison- 
ing in young children due to the ingestion of large quantities of ferrous sulphate in 
tablet form. 43 references.—Author’s abstract. 


Iron Deficiency without Anemia or with Slight Anemia (Zur Frage der nicht-und 
der leichtanamischen Eisenmangelkrankheit). B. JASINSKI, KANTONSPITAL, Win- 
terthur, Switzerland. Praxis 39:811-16, Sept. 21, 1950. 


Seventy-four cases of iron deficiency are reported in which typical hypochromic 
anemia had not developed, although most of the cases showed a slight anemia with 
the hemoglobin below 90 per cent. The iron deficiency in these cases was demon- 
strated by the oral administration of an easily absorbed iron preparation (Ferronicum 
Sandoz), which caused a definite increase in the iron content of the blood serum. 
The chief subjective symptoms in these cases of iron deficiency without severe anemia 
were weakness, fatigability, and headache; the chief objective sign was brittleness 
and delayed growth of the fingernails. In an earlier article, 26 similar cases have 
been reported. A study of these 100 cases shows that this type of iron deficiency occurs 
most frequently in menstruating women and in children. In women, the loss of blood 
at the time of menstruation is an important factor in causing the iron deficiency. In 
children, there is an increased demand for iron during the period of growth which 
may not be met by the iron in the daily diet. Iron deficiency also occurs in some cases 
of gastric ulcer and in cases of gastric resection—in the latter due to diminished ab- 
sorption of iron. These studies have also indicated that the lower red cell count and 
hemoglobin percentage observed in women and children as compared with adult 
males is not physiologic and can be corrected by the administration of iron. In the 
treatment of these cases Ferronicum Sandoz (an iron gluconate) was used, each tabiet 
containing 22 mg. iron. The dosage used was 2 tablets three times a day; usually 
six to eight weeks’ treatment corrected the iron deficiency, but in cases with even 
slight anemia, treatment must be further prolonged after the hemoglobin is brought 
to normal levels. 15 references. 2 tables.—Author’s abstract. 


Gastric Biopsy in Pernicious Anaemia, R. K. DOIG and 1, J. woop, Melbourne, Aus- 
tralia. M. J. Australia 2:565-68, Oct. 14, 1950. 


Using their flexible gastric biopsy tube previously described (Lancet, 1:18, 1949; 
Gastroenterology, 12:949, 1949), Doig and Wood have now carried out 409 suc- 
cessful biopsies on 345 patients suffering from various gastric disorders. The only 
complication was hemorrhage which produced obvious symptoms and signs in 5 
cases out of 484 attempted biopsies. This occurred either as frank hematemesis or 
melena but in no case did life appear to be threatened. Doig and Wood proceed to 
describe their gastric biopsy studies of 33 cases of pernicious anemia. They use the 
term “gastric atrophy” to describe the typical appearance of the gastric mucosa in 
pernicious anemia and suggest that the distinction between gastric atrophy and chronic 
atrophic gastritis can be drawn in the vast majority of cases. They suggest that super- 
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ficial gastritis and atrophic gastritis represent early and late stages of the one inflam- 
matory process and are frequently associated with flatulent dyspepsia and achlor- 
hydria. On the other hand, the gastric atrophy of pernicious anemia can usually be 
separated from atrophic gastritis by the relevant absence of inflammatory changes, 
the more complete nature of the atrophy and the greater incidence of intestinal meta- 
plasia of the epithelium. 

They conclude that treatment with liver had no effect on the histologic appear- 
ance of the mucosa in this group of 33 patients. This conclusion is completely at 
variance with the findings of some gastroscopists who reported the return of the 
normal appearance in a considerable percentage of cases. 

Finally, they state that gastric biopsy may be of value in the diagnosis of perni- 
cious anemia and subacute combined degeneration of the cord. Of 46 patients with 
pernicious anemia or cord degeneration, in only 3 was the biopsy fragment not com- 
pletely typical. 23 references. 6 figures.—Author’s abstract. 


The Content of Haemopoietic Factors in Liver Extracts. RONALD H. GIRDWOOD, Edin- 
burgh, Scotland. Brit. M. J. 4693:1357-61, Dec. 16, 1950. 


In view of clinical evidence of a decline in the therapeutic activity of liver extracts 
in recent years, 15 batches of British liver extracts prepared for commercial use 
between 1945 and 1950 were tested for vitamin B,, and pteroylglutamic acid content 
using L. leichmannii and Strep. faecalis respectively as test organisms. 

The results were as follows: 


TABLE I 


Vitamin Bis P.G.A. 
Date of Content Content 
Manufacturer Manufacture (Mcg./ml.) (Meg./ml.) 


0.150 
0.594 
0.062 
0.538 
0.253 
0.525 
0.272 
0.041 
0.335 
0.378 
0.173 
0.067 
0.906 
0.494 
0.149 


Dror 
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1945 5.45 p 
1945 27 
1946 1.25 | 
1946 14 
1947 21 
1947 2.1 

1947 0.9 da 
1948 4.0 
1948 0.25 

. 1948 0.46 
1948 2.0 
1949 76 | 
1949 0.35 | 
1950 48 
1950 37 

e 59 


All but one of these liver extracts was intended to be a “high potency” extract, 
the aim of manufacturers being to market a product containing 15 U.S.P. units of 
activity (about 15 meg./ml.). A liver extract marketed by a reputable firm in the 
United States in 1950 with a declared content of 15 U.S.P. units per ml. contained 
only 1.5 meg. of vitamin B,./ml., and a British one labelled 20 mcg./ml. had only 
3.75 meg./ml. by the author’s method of assay. 

Three British manufacturing firms separately assayed four liver extracts that had 
been tested in the present investigation, and there was some discrepancy in results; 
for example, one sample was reported as having 7.2, 7.6, 10.2 and 14.4 mcg./ml. 
by the four investigators. 

Ungley (Brit. M. J. 2:1370, 1949) has provided a formula for calculating the hemo- 
poietic response to vitamin B,. in pernicious anemia, and using a modification of 
this formula, it was found that the actual red cell rise in 20 patients treated with 
liver injections was similar to the expected rise according to the vitamin B,,. content 
of the liver extracts. Any formulas used for such calculations are only of limited 
value, but the results did not suggest that the hemopoietic responses were due to 
anything other than the vitamin B,, content of the extracts. 

Clinical assessment of hemopoietic activity of a liver extract or vitamin B,. prep- 
aration is far from precise. If the true potency of a preparation be put at 100, then, 
using 4 patients, one would expect, in 19 times out of 20, to get a result only within 
the range 30 to 330;16 patients would give an accuracy, in 95 per cent of cases, be- 
tween about 60 and 160; 64 patients between 80 and 125; while to get within 10 
per cent of the true result 250 or more subjects would be required. 

When microbiologic assay is carried out, however, the method should be an agreed 
standard one. At present the best practicable method of testing liver extracts would 
appear to be by the combination of clinical tests on a few patients and microbiolog- 
ical assay by an agreed standard technic. 16 references. 7 tables.—Author’s abstract 


Skeletal Changes Associated with Diseases of the Blood. Marcy sussMAN, Phoenix, 
Ariz. Bull. New York Acad. Med. 26:763-78, Dec. 1, 1950. 


The skeletal changes associated with leukemia, myelosclerosis with leukoerythro- 
blastic anemia, and with the chronic familial and racial anemias are briefly reviewed. 
Study of a rather large amount of material did not result in adding any significant 
data to the descriptions in many textbooks. However, attention is called to the finding 
that, in certain instances, these bone changes may be altered and bone formation 
returned to a near normal status, even though the clinical course of the disease is little 
changed. These data suggest that, in the primary blood disorders, the skeletal changes 
result from a general alteration in the metabolic and enzyme systems of the body 
qualitatively and/or quantitatively specific for each disease. There results a modifi- 
cation of the protein substrate available for bone formation and of the physicochem- 
ical conditions for calcium precipitation. It is suggested, therefore, that the bone 
changes are a tissue reaction to this alteration in the general body physiology rather 
than a purely cellular response to the adjacent disease process. Recent literature is 
reviewed in the light of this hypothesis. 35 references.—Author’s abstract. 
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Rutin Therapy in Diffuse Capillary Bleeding: Ineffectiveness when Fragility Tests 
Are Normal. w. 4. Giass, Hartford, Conn. Am. J. M. Se. 220:409-13, Oct. 1950. 


Five cases of hereditary hemorrhagic telangiectasia with rutin used in adequate 
dosages for as long as three years are reported. In no instance was there diffuse in- 
creased “capillary fragility” as manifested by positive Rumpel-Leede or Gothlin 
indices. In no instance did the extent of bleeding correspond or vary with the read- 
ings of these two indices. No objective evidence of therapeutic efficacy was obtainabie 
through the prolonged and adequate use of rutin. Two patients thought that rutin 
decreased their bleeding tendency, but the dosage was so irregular that this cannot 
be held valid. 


In contrast, 1 instance is presented with diffuse capillary permeability of unde- 
termined etiology, who had a markedly increased Rumpel-Leede and Gothlin Index. 
She responded to rutin with a definite decrease in clinical bleeding phenomena and 
a corresponding decrease in her capillary fragility indices. To be noted is a parallel 
alteration of her erythrocyte sedimentation rate. 

In no instance was sulfonamide therapy used during this observation. Its use has 


been reported to interfere with the usefulness of Rutin therapy. 14 references.—Au- 
thor’s abstract. 


DEFICIENCY DISEASES AND METABOLIC DISORDERS 


Statistical Study of 6,000 Cases of Diabetes, HENRY JOHN, Cleveland, Ohio, Ann. 


Int. Med. 33:925-40, Oct. 1950. 


This is an analysis of 6,000 diabetic patients that the author has seen between the 
years 1921] and 1948. The incidence of diabetes is nearly 2 per cent of the popula- 
tion at large in the United States and is low in the first three decades, being 4.5 per 
cent in the first, 4.16 per cent in the second and 6.14 per cent in the third decade. 
From there on it begins to rise abruptly, reaching its peak in the fifth and sixth 
decades. In this series 43.3 per cent were male and 56.7 per cent female. Blood sugar 
on admission varied from less than 120 to 1000 mg. per cent. Glycosuria on admis- 
sion with the blood sugar level of 120 mg. per cent or less was found in 360 cases 
or 6.3 per cent. The renal threshold was found anywhere between a blood sugar level 
of 50 and 600 mg. per cent. There was a history of heredity in 11.83 per cent and 
a familial incidence in 7.3 per cent. In children it was found in 31.5 per cent, being 
slightly higher in the Jewish than in the Gentile children. A majority of the patients 
with diabetes were or had been overweight, 62 per cent of the males and 69 per cent 
of the females. Weight reduction improved the carbohydrate tolerance, but it does 
not cure the diabetes. Increase in weight or an infection frequently causes the flaring 
up of diabetes. Infections produced diabetes in 70 children within 30 days following 
the infection and many more, 164 in all, later on. Syphilis was found in only 1.88 
per cent. The most frequent cause of death among this group of diabetics, in 639 
cases, was cardiorenal diseases; next came diabetic coma. 3 references. 7 figures. 12 
tables.—Author’s abstract. 
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A Clinical Comparison of Modified Insulins. J. L. 12Z0, $. L. CRUMP, and W. 
KUNZ, Rochester, N. Y. J. Clin. Investigation 29:1514-27, Nov. 1950. 


Each of five different insulin preparations (the “2:1 mixture,” specially modified 
insulin types NPC-40 and NPH-50, standard protamine zinc insulin, and globin 
insulin with zinc) have been compared in each of 19 women patients with diabetes 
mellitus under routine but controlled conditions in the hospital. The blood and urinary 
sugar responses throughout the day to each insulin have been determined in each 
patient over periods of several consecutive days (mode of five days). 

The patients have been divided into two rough groups, the relatively stable group 
and the relatively unstable group, primarily, on the basis of the variability of the 
blood and urinary sugar responses. In the stable group the variability was relatively 
low, whereas in the unstable group it was excessively high. The insulins have been 
compared in each patient on their ability to control the extent of, or to influence the 
pattern of, this variability. 

The insulins showed no differential ability to control the extent of the variability 
of blood and urinary sugar response, or, in other words stability. On the other hand, 
type of insulin did influence the pattern of this variability, but only in the unstable 
group. The three modifications of standard protamine zinc insulin (the 2:1 mixture, 
type NPC-40 and type NPH-50) produced a nearly level pattern in the variability 
in this group, i.e., nq conspicuously high or low points. In contrast, globin insulin 
with zine gave consistently high points in the morning and low points in the after- 
noon or evening, while standard protamine zinc insulin produced consistently low 
points in the morning and high points in the afternoon or evening. The results indi- 
cate that clinical insulin comparisons without a consideration of stability may be 
very misleading. 43 references. 5 figures. 8 tables—Author’s abstract. 


The Use of British Anti-Lewisite (BAL) in the Treatment of Diabetic Neuropathy. 
ROBERT SCHNEIDER, Cleveland, Ohio. Cleveland Clin. Quart. 17:197-208, Oct. 1950. 


British antilewisite (BAL) has been administered to 22 diabetic patients in the 
course of the last year in an attempt to appraise its clinical value in the treatment 
of peripheral neuropathies of diabetes. The report summarizes the results obtained 
in these 22 patients, discusses briefly the theoretical aspects of the action of this 
sulfhydryl compound, interjects a word of caution regarding its use in diabetes, and 
emphasizes its limitations. Every patient had received varying periods of diabetic 
control with improvement in nutrition, and many had taken additional vitamins prior 
to BAL therapy. All had failed to respond to these customary measures of treatment. 

BAL was administered intramuscularly in an initial dose of 50 mg. on the first day 
and was increased to 100 mg. on the second day. The dosage generally remained 
between 50 and 100 mg., given once or twice per day, although occasionally three 
doses were prescribed within a 24 hour period. The average duration of treatment was 
from 7 to 14 days. The results have been interesting and promising, and although not 
consistently favorable, they have been sufficiently encouraging to justify a report. 
Among the 22 patients treated, 12 were definitely improved and 10 were unimproved. 
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Among the 12 showing greatest improvement there were 9 who experienced an 
intensification of their pain or other subjective symptoms, beginning within 5 to 15 
minutes following the intramuscular injection of BAL on almost every occasion. The 
accentuation of the pain often followed the distribution of the original pain and per- 
sisted for from one-half to two and one-half hours, following which the discomfort 
diminished or completely disappeared. Usually the pain became intensified following 

. each subsequent injection, and as treatment continued, the pain disappeared com- 
pletely except for the time immediately following injection. Occasionally it was noted 
that, if the size of the dose was kept constant, after four or five injections the return 

- of the pain was not experienced until the size of the dose was increased, at which time 
the original type of pain might again reappear. This phenomenon did not always fol- 
low each injection and did not always appear with the initial dose. None of the 9 
was informed that such an occurrence might be anticipated. One of these was a physi- 
cian who could time the duration of this phenomenon, which seemed quite constant 
from injection to injection. All of these patients experienced marked subjective im- 
provement, and some noted complete disappearance of pain at the end of 10 to 14 
days of treatment. Eight of the 9 have remained free of discomfort for periods of from 
one month to as long as one year. 


Among the 12 improved there were 3 who obtained definite alleviation of their dis- 
tress, but none of whom experienced accentuation of the distress following a single 
injection. The tendency among these has been toward a return of the distress a few 
months after treatment was discontinued. Among the 10 unimproved cases there were 
4 whose neurologic symptoms had been present for from 3 to 18 years respectively. In 
a number, treatment was discontinued at the end of five days because there was failure 
to cause accentuation of the pain, but this might have been an inadequate trial. A 
further patient, with an advanced degree of arteriosclerosis demonstrable roentgeno- 
logically and dependent cyanosis of the feet, showed no improvement. The neurologic 
signs in still another patient, who suffered extensive cortical damage incident to pro- 
found hypoglycemia, failed to show improvement. An additional patient failed to 
respond to BAL because of an inadequate trial. A transorbital leucotomy failed to 
produce relief. A further patient who failed to respond to BAL demonstrated an 
intercostal neuralgia with resultant anesthesia corresponding to the ninth dermatone. 
X-rays of the dorsal spine showed extensive osteoarthritis. This pain was later allevi- 
ated by the injection of novocaine into the contralateral cervical sympathetic chain. 
Nerve root pressure may have been the responsible cause of the pain rather than the 
diabetes. Another failure occurred in a patient who presented fever and elevated 
sedimentation rate and a questionable destructive lesion in the third lumbar vertebra. 
This pain was relieved by x-ray therapy, but failed to respond to two courses of BAL. 
This diagnosis is open to serious question. 


Serious toxic reactions did not occur. The size of the dose, however, was purposely 
maintained at a low level. Local pain at the site of injection was quite common. in- 
tensification of the pain related above, which appeared at first to indicate an unde- 
sirable side effect, may actually represent a good prognostic sign since the patients 
experiencing this reaction obtained the greatest degree of improvement and have 
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shown the least tendency toward recurrence. The state of the diabetes was not modi- 
fied by the administration of BAL in the doses employed. 

Conclusions as to its ultimate usefulness are at present unjustifiable. The possible 
merits of other sulfhydryl compounds in this connection should be studied. It is not | 
thought that the zine content of commercial insulin has any relationship to the 
occurrence of neuritis in diabetes, since neuritis has occurred in patients who have 
never taken insulin and existed long before its discovery. Presumably, whatever the 
mechanism of action exerted by BAL in such cases, it bears no relationship to the 
removal of heavy metals in the nervous system itself. 

The article includes a discussion of some of the theoretical considerations in diabetic 
neuropathy, as well as possible associated vascular lesions which may limit satisfactory 
treatment in all cases. For the present time the size of each individual injection of 
BAL should be maintained at a low level until further experience indicates that larger 
doses can be employed safely. Since this highly volatile substance loses much of its 
potency upon exposure to air, the unused portion of the ampule should be discarded 
and a fresh one used for each injection. Accepted standards in the management of 
diabetes, including diet and insulin, should not be disregarded. BAL should be con- 
sidered as a possible adjunct to the management of this complication and reserved 


only for those patients in whom established forms of therapy have proven ineffective. 
6 references. 2 tables.—Author’s abstract. 


Time Action of Globin Insulin Compared with that of Protamine Insulin Modifica- 


tions. ARTHUR R. COLWELL, JOSEPH H. ROHR and BLANCHARD B. REEB, Chicago, III. 
Arch. Int. Med. 86:178-88, Aug. 1950. 


Five insulin preparations were compared by determining repeatedly the blood and 
urine sugar responses of 2 diabetic patients to single 60 unit hypodermic doses of 
each preparation. These responses were strictly comparable because blood and urine 
sugar levels were approximately constant before and after each determination so 
consequent reductions in hyperglycemia and glycosuria were known to be due to 
the action of the various preparations uninfluenced by other factors. Careful study 
of average responses of from 1 to 14 injections of each insulin leads to the following 
conclusions: 

Globin insulin with zinc, crystalline protamine insulin (NPC-50 or NPH-50). 
and a mixture containing twice as much regular as protamine zinc insulin are all 
intermediate in rapidity, intensity, and duration of action between ordinary insulin 
in solution and standard protamine zinc insulin. Differences in action among the 
three intermediate insulins are less important than differences in insulin require- 
ment and response of various patients with diabetes mellitus, All three are superior 
to ordinary insulin and protamine zine insulin in the routine treatment of patients 
with severe diabetes by injection once daily before breakfast. 

Severe diabetes should be managed with the use of one of the intermediate in- 
sulins. The preparation which most closely fits the eating and fasting requirements 


of the individual patient in the smallest dosage should be determined in each case 
by trial. 20 references.—Author’s abstract. 
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Recent Developments in the Diagnosis of Thyrotoxicosis. J. HERTZ, Copenhagen. J. 
Internat. Coll. Surg. 14:653-65, Dec. 1950. 


The main stress has been laid on the clinical diagnostics in cases of thyrotoxicosis. 
In order to clear up the problems, however, a number of laboratory facilities have 
been employed. 

Among the clinical features, the cardiac symptoms occupy a central position and 
the author has undertaken some investigations of the peculiar circulatory dynamics 
in thyrotoxicosis. In the number of patients operated upon by the author the average 
values for the blood pressure were 139 systolic and 66 diastolic before surgery and 
126 ‘systolic and 74 diastolic on postoperative re-examination, thus showing a fall in 
the systolic and an increase in the diastolic blood pressure. Further investigations 
were performed on this point as well as on the systolic output of the heart compared 
with minute volume, and the conclusions have been drawn that the most important 
clinical criterion in thyrotoxicosis is the combination of tachycardia and increased 
pulse pressure; when to these is added an unexplainable absolute arrhythmia, which 
in some cases is transitory, we are faced with a syndrome which is practically tanta- 
mount to thyrotoxicosis. From electrocardiographic studies the author has felt it 
reasonable to conclude that the relatively frequent occurrence of an increased P curve 
in the second lead in thyrotoxicosis is an expression of the reaction of the heart to a 
mechanical influence upon the trachea in form of a compression, a dislocation or 
perhaps of both. 

Roentgenographic examinations, which also have been performed, reveal that the 
dilated heart often will become smaller—even very promptly when the thyrotoxicosis 
is cured. 

It is concluded that the cardiovascular symptoms, even a perpetual arrhythmia, do 
not constitute any contraindication for surgery, but on the contrary, they strengthen 
an indication already present. 

Turning to other clinical symptoms, exophthalmos has been studied. The author’s 
instances show that this symptom disappears completely in 50 per cent of the patients 
who had been cured by means of surgery and decreased considerably in another 29 
per cent of the cases; in 3.4 per cent it was slightly aggravated. The diagnosis of 
thyrotoxicosis will be strongly supported by the presence of exophthalmos, especially 
if the examination with almost closed eyes, as suggested by Rundle of England, is 
employed; the absence of the symptom means very little, as 36 per cent of the patients 
have no exophthalmos. 


The standard metabolic rate provides an excellent measure for the degree of thyro- 
toxicosis, but the tachycardia will generally greatly assist the surgeon’s judgment and 
the author has mapped out this correlation in a diagram for practical use. 


Loss of weight is considered a reliable symptom in thyrotoxicosis, but it does not 
indicate much about the degree of the condition. 


Different clinical forms of thyrotoxicosis are mentioned, e.g., the type described 
by the great Norwegian Johan Holst under the designation “latent thyrotoxicosis,” 
which is a morbid state in which there are no manifest clinical symptoms of the lesion, 
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but whose presence is revealed by determination of the standard metabolism; further 
the form which Lahey has termed the “apathetic type,” which, according to Crile, 
may represent a late stage, a “burnt-out” stage. These types are really far more insidi- 
ous and dangerous than the ordinary ones. 

Concerning the studies on the diagnostics of thyrotoxicosis by means of radioactive 
iodine and Geiger counter, reference is made to Earle Chapman’s publications, as this 
problem is beyond the scope of this article. . 

Emphasis is finally placed upon the determination of the organic iodine fraction 
of the blood as a most important diagnostic aid. A plea is made for its introduction 
as a routine measure in evaluating these cases. 8 figures. 3 tables.—Author’s abstract. 


Cerebral Circulation and Metabolism in Hyperthyroidism, peritz sCHEINBERG, Dur- 
ham, N. C. J. Clin. Investigation 29:1010-13, Aug. 1950. 


The nitrous oxide procedure was used to measure cerebral blood flow in 10 obser- 
vations on 9 patients with hyperthyroidism. Cerebral blood flow, oxygen and glucose 
extraction, oxygen and glucose consumption, cerebral vascular resistance, arterio- 
venous glucose, arteriovenous oxygen ratio, and cerebral venous oxygen tension were 
all found to be within normal limits. These studies confirm some observations made 
by others on the effect of administration of thyroid hormone on the respiration of 
brain tissue of rats. It is of interest that cerebral circulation and metabolism are not 
increased in hyperthyroidism, since it is known that cardiac output, splanchnic metab- 
olism, and skin metabolism are greatly increased in this condition. It is suggested 
that cerebral metabolism normally functions at close to its maximum rate. Apparently 
the psychic manifestations of hyperthyroidism are not related to increased metabolism 
of the brain. 24 references. 2 tables—Author’s abstract. 


Observations on the Prolonged Medical Management of Toxic Diffuse Goiter with 
Thiouracil and Propylthiouracil. SAMUEL GREENBERG and MAURICE BRUGER, New 
York, N. Y. Am. J. M. Se. 220:373-80, Oct. 1950. 


Seventy cases of toxic diffuse goiter were treated with thiouracil or propylthiouracil 
and observed during a period of five years. The cases were selected for prolonged 
medical treatment because (1) thyroidectomy was refused, (2) the presence of medi- 
cal complications increased the surgical risk, (3) thyroid resection had been per- 
formed and further surgery was deemed inadvisable, or (4) mild hyperthyroidism 
was present. Nodular goiters were not treated medically. » 

An adequate course of treatment was considered to be at least one year of therapy, 
using an initial dose sufficient to bring the BMR down to the normal range, preferably 
to a minus level. The usual initial dose was 600 mg. daily of thiouracil and 300 mg. ° 
per day of propylthiouracil. After the BMR was reduced to the desired normal level, 
the drug was reduced to half the original dose and then further reduced until the 
minimum maintenance dose was obtained. After a year of therapy the drug was dis- 

F continued and periodic follow-up examinations were made. A remission was con- 
sidered significant if it extended for at least six months, and preferably one year, 
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after discontinuing the drug. Forty-seven patients completed an adequate course of 
therapy as described, 8 of whom failed to return for follow-up examinations. The | 
remaining 39 patients were followed for six months to over four years after cessation 
of therapy, of whom 30 showed remission for over six months (77 per cent) and 25 
had lasting remission for over four years. Nine patients relapsed, 1 case 10 months after 
cessation of treatment, the remaining 8 not later than four months after treatment was 
stopped. The observations suggest that following an adequate course of therapy, if a 
remission persists for six months, probability of relapse is small; if the remission 
lasts for more than a year, probability of recurrence is remote. It was also noted that 
the incidence of recurrence was greater in male patients. 

In 15 cases an adequate course of therapy could not be completed. Nine cases devel- 
oped toxic manifestations severe enough to force withdrawal of the drug. Of 37 
patients receiving thiouracil, 7 had such toxic reactions, whereas of 46 on propyl- 
thiouracil, only 2 had toxic manifestations of a similar degree. Failure to complete the 
course of treatment in 6 instances was due to the unreliability of the patient who 
failed to take the medication adequately, either because of fear, lack of understanding, 
or irregularity in clinic attendance. 

Exophthalmos was carefully observed in 18 patients of this series, and in the more 
severe cases, measurements were made by exophthalmometer. No single instance of 
progressive exophthalmos was noted during the administration of these thiourea deriv- 
atives. In 9 cases (50 per cent) the proptosis receded partially or completely. 

Observations on the size of the thyroid gland were made before, during, and after 
therapy in 27 cases. In 13 cases (48 per cent) there was a decrease in the size of the 
thyroid gland, in 12 cases (45 per cent) the size of the goiter remained unchanged, 
and in 2 cases (7 per cent) the thyroid gland enlarged during the course of therapy. 

During the course of treatment blood counts were done at regular intervals, and in 
24 patients who developed granulocytopenia, pyridoxine hydrochloride was given at 
various intervals, Whenever the total white blood cell count or the granulocyte count 
decreased sufficiently to indicate a significant toxic depression of the bone marrow 
(granulocytes less than 40 per cent) pyridoxine by mouth was prescribed without 
altering the dose of the antithyroid drug. The amount of pyridoxine prescribed usually 
ranged between 60 mg. to 150 mg. daily, divided into three or four doses. In these 
cases, a consistent tendency was noted for the leukocytes and especially the granulo- 
cytes to increase with the administration of pyridoxine and to decrease following with- 
drawal of this compound. 28 references. 3 tables.—Author’s abstract. 


Simmonds’ Disease: Report of Three Cases, with Particular Reference to Laboratory 
Diagnosis and Treatment, 1AN ANDERSON, Glasgow, Scotland. Glasgow M. J. 
31:315-45, Oct. 1950. 


Simmonds’ disease is not characterized by any specific or striking clinical manifes- 
tations and may simulate or be simulated by certain other endocrinopathies and non- 
endocrine diseases. Many of its features can be related to a secondary insufficiency of 
those endocrine glands (the thyroid, adrenal cortex, and gonads) whose normal func- 
tion is dependent on the secretion of trophic hormones by the anterior pituitary. 
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These glands may not all be involved to an equal degree, and cases of Simmonds’ 
disease therefore occur with a clinical picture closely resembling that of primary insuf- 
ficiency of the thyroid, adrenal cortex, or gonads. Laboratory tests that will aid in 
the recognition of Simmonds’ disease are hence valuable in confirming the clinical 
diagnosis and in differentiating the pituitary disorder from the other endocrine and 
nonednocrine diseases that it may resemble. 

The laboratory diagnosis of Simmonds’ disease.—This is directed toward disclosing 
evidence of inadequate production of the anterior pituitary hormones, either directly 
or by revealing insufficiency of the secondarily involved endocrine glands. The most 
practical of these tests for routine use are: (1) Anterior pituitary hormones. The 
urinary excretion of gonadotrophin is the only satisfactory procedure for direct deter- 
mination of pituitary hormone production. A subnormal excretion of the follicle- 
stimulating hormone (FSH) is the usual finding, although normal levels have been 
reported in some clinically diagnosed cases. (2) Thyroid gland. The BMR is almost 
invariably considerably depressed, but has occasionally been reported as within nor- 
mal limits even in proved cases. 

The average plasma cholesterol level in the accepted cases of Simmonds’ disease is 
slightly above normal, but in a certain proportion the plasma cholesterol has been low 
—lack of correlation between the plasma cholesterol level and the reduction of the 
BMR is held to have diagnostic significance as to the pituitary origin of the hypo- 
thyroidism. (3) Adrenal cortex. Evidence of derangement of the three main functions 
of the adrenal cortex susceptible to laboratory investigation is obtainable in Sim- 
monds’ disease, viz: 

(a) Electrolyte and water metabolism. Subnormal levels of sodium and chloride in 
the serum are frequent but not invariable findings. A normal serum potassium level 
has been the usual finding. 

More conclusive evidence of disordered electrolyte and water metabolism is ob- 
tained by the use of either the salt deprivation test of Cutler, Power, and Wilder or 
the safer water test of Robinson, Power, and Kepler. Positive results have almost in- 
variably been obtained when these tests have been applied to patients with Simmonds’ 
disease. 

(b) Influence on carbohydrate metabolism. Experimental and clinical evidence 
favors the view that the disordered carbohydrate metabolism of anterior pituitary 
insufficiency is not due entirely to lack of “sugar-active” corticoids, but is attributable 
also to lack of an anterior pituitary glycotropic hormone that directly antagonizes the 
action of insulin. Hence, in the insulin tolerance test of Fraser and Smith, a combina- 
tion of insulin sensitivity and of hypoglycemia unresponsiveness (the latter due to 
lack of sugar-active corticoids) is held to be pathogenic of Simmonds’ disease. 

(c) Production of androgens. The urinary output of 17-ketosteroids being an index 
of the production of androgens by the adrenal cortex (and in the male by the inter- 
stitial cells of the testes as well), is reduced to negligible amounts in Simmonds’ dis- 
ease. 

The anemia of Simmonds’ disease —Experimental and clinical study suggests that, 
in both sexes, lack of androgen is the most important factor in the production of the 
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anemia of anterior pituitary insufficiency. 

The eosinophilia so frequently observed in Simmonds’ disease may plausibly be 
related to the deficient secretion of sugar-active corticoids. 

The treatment of Simmonds’ disease-—Therapy with anterior pituitary extracts con- 
taining the various trophic hormones is almost invariably unsuccessful, either through 
lack of potency of these extracts for human subjects or because the secondarily in- 
volved glands, through atrophy and fibrosis, are no longer capable of responding to 
stimulation. 

Much more consistently successful treatment can be secured by supplying the miss- 
ing hormones of the secondarily involved endocrine glands. The minimal requirement 
is thyroid substance plus measures to protect against aggravation of adrenal insufh- 
ciency by this hormone, viz. deoxycortone acetate (DOCA) and sodium chloride. 
Treatment must begin with small doses of both hormones, since, on the one hand, 
thyroid alone may precipitate a crisis of adrenal insufficiency and, on the other hand, 
patients with Simmonds’ disease are very sensitive to the action of DOCA while the 
BMR is still low. The doses of thyroid and DOCA must be increased progressively 
and in step as far as their effects are concerned until the desired results are obtained. 
At this stage subcutaneous implantation of pellets may replace daily intramuscuiar 
injections of DOCA. 

Effective treatment with thyroid and DOCA leaves a considerable proportion of 
patients with Simmonds’ disease still lacking in energy and strength. Addition of 
testosterone to the therapy overcomes these residual disabilities, both in male and 
female patients, and relieves the anemia so often present. Testosterone therapy can 
be maintained either by pellet implantation or by methyl testosterone given orally. 

A description is given of 3 patients with clinically and biochemically diagnosed 
Simmonds’ disease—1l a male subject aged 62 years in whom the pituitary damage 
is of unknown etiology and 2 female patients of whom 1 certainly and the other 
probably is an example of postpartum anterior pituitary necrosis. The effect in each 
patient of treatment on the lines mentioned above is illustrated graphically. 45 refer- 
ences. 6 figures.—Author’s abstract. 


Acute Idiopathic Porphyria Presenting as a Progressive Paresis of Landry Type. 
F. DUDLEY HART AND PATRICK COLLARD, Chelsea, England. Brit. M. J. 1 :278-79, Feb. 
4, 1950. 


Cases of acute porphyria, although rare, are probably more common than is gen- 
erally believed. The association of acute abdominal symptoms, neurologic abnormali- 
ties, and port-wine-colored urine is characteristic, but only one or two of the members 
of the triad may be present. Autopsy findings may be extremely slight and depend 
upon the application of special technics, It is only by constant awareness in ward 
and laboratory that cases will be recognized. 

A housewife aged 45 was admitted to the hospital on June 17, 1948, On examina- 
tion a tumor the size of an 18 weeks pregnant uterus was felt in the lower part of the 
abdomen. No other abnormality was detected in any other system, At operation on 
June 18, a subtotal hysterectomy and bilateral salpingo-oophorectomy were performed. 
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After operation her progress was good, although she required occasional sedation 
with barbiturates. 

Fifteen days after operation she complained of marked malaise and weakness. 
Physical examination was negative. As a few pus cells were present in the urine and 
gram-positive cocci, 30 Gm. of sulfadiazine were given over the next few days. On 
July 5 she complained of numbness of the thighs and buttocks and appeared to be 
dull mentally. On examination retention with overflow was found, the bladder being 
distended to the umbilicus. There was weakness of the legs, and the deep reflexes in the 
legs and the abdominal reflexes were absent. Two days later weakness of the legs had 
increased, and the arms had now become weak in addition. Lumbar puncture and 
cerebro spinal fluid were entirely normal. 

Two days later (July 9) the patient had complete areflexia in all limbs. On July 10 
the diaphragmatic movements became paradoxic. She then had no pupillary reaction to 
accommodation, bilateral absence of corneal reflexes, left lower facial paralysis, a 
flaccid tetraparesis, most severe in the legs, weakness of trunk muscles, complete 
absence of deep reflexes, absent abdominal reflexes and ill-defined areas of anesthesia 
over both legs. The urine was found to darken on heating, although normal in color at 
onset. Waldenstrom’s test for porphobilinogen was strongly positive. Total porphyzin 
was 25 mg. per liter. The porphyrin was mainly ether insoluble (uroporphyrin). 

The next day, July 11, the patient was more dyspneic. The respiration rate rose to 
41 per minute, and she died at 5:00 p.m. 

Postmortem examination was performed by Dr. J. G. Humble the following day. 

A curious purple-brown coloration of the heart muscle was seen. Black pigment was 
scattered over the peritoneum. The brain and spinal cord appeared congested, and 
there was a definite pressure cone. The right sciatic nerve seemed edematous. 

Sections of the right sciatic nerve stained with hematoxylin and eosin showed 
patches of lymphocytic infiltration, congestion of vessels, and perivascular collections 
of polymorphonuclear leukocytes and mononuclear cells. Sections of the lumbar and 
cervical cord stained with hematoxylin and eosin and with toluidine blue exhibited 
degenerative changes in the anterior horn cells, many of which showed central chroma- 
tolysis, some being reduced to mere ghosts. Sections of the cerebellar cortex showed 
severe degenerative changes in the Purkinje cells. Sections of the midbrain, basal gang- 
lia, and cerebral cortex failed to reveal any abnormalities with the two staining 
methods used. 

The patient's illness, therefore, apparently lasted from first to last only about 10 
days. The spread of symptoms and signs was from below (Landry type). It is impos- 
sible to be certain whether the case should be regarded as one of acute idiopathic 
porphyria or whether it was toxic in origin, as we were unable to obtain enough urine 
for the porphyria to be typed. Of the drugs she received, sulfadiazine would have 
been the most likely to cause the condition. The difficulty remains that in all reported 
cases of toxic porphyria, the predominant excretion has been coproporphyrin. Symp- 
toms preceded sulfadiazine administration. The balance of evidence, therefore, appears 


to be in favor of an acute idiopathic porphyria rather than a toxic one. 7 references. 
—Author’s abstract. 


70 ¢ INTERNAL MEDICINE march 1951 


} 

4 

te on 

. 


A Correlative Study of the Cardiac Output and the Hepatic Circulation in Hyper- 
thyroidism. J. D. MYERS, E. S. BRANNON AND B. C, HOLLAND, Atlanta, Ga. J. Clin. 
Investigation 29:1069-77, Aug. 1950. 


The hepatic blood flow measured in 14 subjects with hyperthyroidism by the BSP 
method was found little, if at all, increased in spite of a definitely increased cardiac 
output. The splanchnic oxygen consumption (hepatic arterial blood flow minus venous 
oxygen difference) was elevated even more than was the general metabolic rate. This 
increase was accomplished, in the face of the essentially normal splanchnic blood 
flow, by an increased oxygen extraction. The latter could easily result in anoxia of 
the centrolobular zones of the liver and may well be related to the centrolobular 
necrosis found in certain instances of complicated thyrotoxicosis. The ability of the 
liver to excrete bromsulphalein was moderately impaired in some, but not all, of the 
patients with hyperthyroidism. 

The hyperthyroidism was associated with an elevation of systolic and mean pres- 
sures, but not of diastolic pressures, in the right ventricle and pulmonary artery. These 
pressure elevations coexist with an elevated pulmonary blood flow (cardiac output) 
and a normal pulmonary peripheral vascular resistance. The cause of the pressure 


increases is not known; they do not appear to be related to left ventricular failure. 30 
references. 3 tables.—Auithor’s abstract. 


NERVOUS AND MUSCULAR DISORDERS AND DISEASES 


Diseases and Disorders of Muscle Function. DONALD McEACHERN, Montreal, Canada. 
Bull. New York Acad. Med, 27 :3-23, Jan. 1951. 


This article is a discussion of some of the mechanisms and treatment of certain 
neuromuscular disorders. Myotonia is described, together with the relationship of 
myotonic muscle to potassium. It can be reduced by epinephrine, desoxycorticosterone, 
and quinine. It can be abolished by cortisone, but this is not permanent. Possible 
causes of myasthenia gravis are discussed, including the role of the thymus in this 
disease. Cortisone treatment results in exacerbation of symptoms. The inter-relation- 
ship between hyperthyroidism and various neuromuscular disorders is described. The 
later work on progressive muscular dystrophy is reviewed and the pathology of dys- 
trophic muscle described. The question is raised as to whether disturbance of creatine 
metabolism in this condition is merely an echo of muscle destruction, or whether 
its role is more primary and causative. Treatment with tocopherols and wheat germ 
oil is discussed. Periodic paralysis is due to low blood potassium and can be relieved 
by that salt. Hypopotassemia may also be encountered in diabetes and cases of pro- 
longed vomiting, and it should be looked for in transitory complaints of asthenia, 
stiffness, and aching muscles. The T wave change of the electrocardiogram is a rapid 
and sensitive indication of serum potassium level. Menopausal muscular dystrophy 
is described in detail, both clinically and pathologically. This dystrophy responds 
to wheat germ oil, but much more rapidly to cortisone. Maintenance therapy is neces- 
sary. 26 references. 4 figures.—Author’s abstract. 
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Liberation of Histamine during Muscular Contraction in Man, B. Gasraout, Cairo, 
Egypt. J. Roy. Egypt. M. A. 33:677-82, 1950. 


The observations were made on healthy volunteers of the liberation of histamine 
during muscular contraction. The resting blood pressure was measured and 10 cc. of 
blood drawn from the cubital vein to act as a control. The circulation in the arm was 
obstructed by raising the pressure to 200-220 mm. Hg. and the subject performed 15 
to 20 vigorous contractions of the hand by pressing on a resistance ball. The pressure 
in the armlet was released to just above the resting systolic pressure and a 10 ce. 
sample of blood drawn quickly by a wide, bored needle (15 seconds). 

Both blood samples were centrifuged after addition of an anticoagulant (8 per 
cent chlorazol fast pink) and the histamine content of the plasma was estimated. 

In all experiments it was found that muscular contraction in man is accompanied 
by liberation of histamine. The blood plasma of the sample collected after contraction 
contained three to four times more histamine than the control plasma sample. Simple 
occlusion of the circulation for the same duration did not cause any change of the 
histamine concentration of the venous blood. 10 references. 1 table-—Author’s abstract. 


Chronic Absorptive Arthritis or Opera-Glass Hand: Report of Eight Cases. WALTER 
SOLOMON and ROBERT STECHER, Cleveland, Ohio. Ann. Rheumat. Dis. 9:209-20, 
Sept. 1950. 


This condition is not nearly so rare as it is thought to be, having been discussed 
under the name of psoriatic arthritis, mutilans and arthritis deformans. Eight new 
cases are described. Age at onset of arthritis ranged from 13 to 35 years, but the 
age at onset of absorptive arthritis was not recognized. This occurred as early as 
three years after onset. Two patients showed changes of the finger nails, suggestive 
of psoriasis, although other usual manifestations of this disease were not observed. 


The joints in this disease vary widely from the condition usually seen in rheuma- 
toid arthritis. Most of the finger joints of patients with absorptive arthritis have 
abnormal range of motion in all directions; the fingers can be elongated like a teie- 
scope, and the skin is loose, wrinkled, and redundant. The absorption of bone is much 
more extensive than that usually seen in rheumatoid arthritis. In some instances there 
is loss of as much as one-half the length of phalanges. There is also absorption of 
the distal end of the ulna and of the carpal bones. 

The absorption of bone is not that observed in rheumatoid arthritis, for although 
most rheumatoid arthritics do demonstrate absorption to a varying degree, in these 
cases this process has advanced to extreme destruction with a loss in some instances 
of as much as half a bone, Yet another unusual feature is the fact that the process 
is confined to only one or two anatomic regions, with the other joints showing the 
characteristic changes of rheumatoid arthritis. Thus the loss of localized bone sub- 
stance, the absence of fibrous contracture of the joint capsule and muscle tendons, 
and the flabbiness of the skin produce a picture which may be considered as either 


an unusual variant or as an extreme manifestation of rheumatoid arthritis. 10 refer- 
ences. 13 figures.—Author’s abstract. 
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Treatment of Fibrositis in the Neck and Shoulder with Microthermy (Radar). GEORGE 
DARWIN WILSON, Asheville, N. C. North Carolina M. J. 12:19-22, Jan. 1951. 


Fibrositis, an inflammatory condition of the neck and shoulder region, often in- 
volves the brachial plexus and occipital nerves. The common triad of findings were 
(1) pain, (2) hypotension, and (3) neuropathy. Common complaints were head- 
ache, pain in shoulder and arms, and numbness or tingling in the fingers. The pain 
is characteristically unilateral. Nerve roots from the fifth and sixth cervical vertebral 
levels are vulnerable to fibrositis of the deep neck muscles. The phrenic nerve may 
be involved, as shown by elevation on fluoroscopic examination. 

Fibrositis is detected by digital examination and limitation of articular motion, 
as measured by the goniometer. Weakness in grip is measured by the hand dynometer. 
Sensory nerve paresthesia is mapped by pin scratch. The use of the goniometer, 
hand dynometer, and pin scratch also serves as a yardstick to determine improvement. 

Microwaves applied by microtherm with frequency radiation of 2,450 megacycles 
per second at wave length of approximately 12 cm. give a superior form of selective 
penetrating heat. Microthermy was applied by director B at a 2 inch distance from 
bare skin, 10 minutes to sides of neck and back of neck. No burns or undesirable 
reactions were encountered. Microthermy was more efficient by eliminating the use 
of cables, drums, pads, or intervening toweling. 

Oral temperature before and after exposure to microthermy for 30 minutes was 
unchanged. Two illustrative cases were described, one representing primary and one 
secondary fibrositis. Two cases of the series having an associated Dupuytren’s con- 
tracture of the fourth finger regained full extension of fingers after microthermy. 


It was found in both the 34 cases of secondary fibrositis and 4 cases of primary 
fibrositis that quicker rehabilitation was obtained by use of microthermy. 7 refer- 
ences. 3 figures.—Author’s abstract. 


A Study of the Interrelations of Rheumatoid Arthritis and Diabetes Mellitus. KLAUS 
A. J. JARVINEN, Helsinki, Finland. Ann. Rheumat. Dis. 9:226-30, Sept. 1950. 


The interrelations of rheumatoid arthritis and diabetes mellitus have been studied 
in 1,008 cases of rheumatoid arthritis and 766 cases of diabetes mellitus, An analysis 
of this material suggests that the occurrence of both the diseases in the same person 
corresponds with the average occurrence of both the diseases in the population in 
general. Accordingly, these diseases seem to have no tendency either to occur together 
or to avoid each other. 

Thirteen cases, in which the same patient was affected with both rheumatoid arthri- 
tis and diabetes mellitus, were subjected to a more detailed analysis. In most cases 
the disease first acquired appeared to proceed as before, unaffected by the new illness. 

The present findings (which show that diabetes mellitus seems to have at least no 
curative action on rheumatoid arthritis) are compared with the modern view, accord- 
ing to which diabetes mellitus is closely associated with an increased secretion of 
the anterior hypophyseal adrenocorticotrophic hormone (ACTH) and of the adreno- 
cortical glucocorticoids (as cortisone). Since, however, massive doses of ACTH and 
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cortisone are known to give rapid relief to the symptoms of rheumatoid arthritis, 
the writer’s interpretation is that these hormones have a different action according 
to whether they are administered in physiologic or in massive doses. An attempt is 
made to explain this difference by the suggestion that the massive dosage of these 
hormones acts on rheumatoid arthritis through those disturbances which it is known 
to cause in the hormonal secretion of the organism. Especially the role of the atrophy 
of adrenal cortex (hyposecretion of the mineralocorticoid hormones), caused prob- 
ably by massive doses of cortisone is discussed in this connection. 12 references. 
1 table-—Author’s abstract. 


The Synergistic Action of Para-Aminobenzoic Acid and Cortisone in the Treatment 
of Rheumatoid Arthritis. A Preliminary Report. LEON L, WIESEL, A. SYDNEY BARRITT, 
and WILLIAM stuMPE, Brooklyn, New York. Brooklyn Hosp. J. 8:148-52, 1950. 


Our interest in the mechanism involved in the response of some of the diseases of 
the collagen system to para-aminobenzoic acid led us to further inquiry into the meta- 
bolic effects of this drug. There is a great deal of evidence that the known inactivation 
of estrogenic hormones by the liver is inhibited by para-aminobenzoic acid. The 
great similarity in chemical structure of cortisone and the estrogenic hormones and 
the fact that the major portion of parenterally administered cortisone is inactivated 
in the body made it plausible to attempt to inhibit the destruction of cortisone by 
the simultaneous administration of para-aminobenzoic acid. 

For the purpose of controlled study two main methods were employed. The first 
consisted of reducing the dosage of cortisone in patients treated with the customary 
large doses to a single daily dose of 26 mg. At this level full relapse invariably re- 
curred, After relapse was well established a daily dose of 12 gm. of sodium para- 
aminobenzoate given in 8 doses of 1.5 Gm. at two hour intervals was added to the 
single parenteral daily dose of 25 mg. of cortisone acetate. The second method con- 
sisted of the administration of a daily dose of 25 mg. of cortisone acetate to previ- 
ously untreated patents. This was supplemented by the daily administration of 12 
Gms. of sodium para-aminobenzoate in eight divided doses of 1.5 Gm. given at two 
hour intervals. In both methods suitable control periods were instituted by the sub- 
stitution of placebos. 

At the time of the preliminary report 3 cases had been followed sufficiently long 
to be significant. These cases are reported in detail. The results have been uniformly 
good. The method warrants further evaluation. 12 references.—Author’s abstract. 

Although the number of cases reported in this study is too small to warrant any 
conclusions, carefully controlled studies of this type on an adequate scale are highly 
desirable. An effective means of potentiating, and particularly of maintaining, the 
i improvement secured by cortisone in rheumatoid arthritis would be of the greatest 
practical value. It is becoming increasingly clear that the improvement secured by 
cortisone (alone) is very temporary and that the symptoms in the relapse which fol- 
lows cessation of treatment are usually as severe, and often are more severe, than 

before its administration. It is, in fact, questionable whether the routine use of corti- 
sone in this disease is advisable at present.—Ep1Tor. 
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Insulin and E.C.T. in Treatment of Rheumatoid Arthritis, G. KERSLEY, L. MANDEL, 


M. JEFFREY, M. DESMARAIS, and E. BENE, Bath, England. Brit. M. J. 2:855-60, Oct. 
14, 1950. 


In 1924 Cannon showed that insulin hypoglycemia provoked the liberation of 
adrenalin, and since then evidence has been produced which is claimed to show that 
the adrenal cortex can be stimulated in this way, either directly in hypophysectomized 
animals or indirectly by stimulation of the pituitary with liberated adrenalin (Lang- 
ecker 1928, Miller 1941, Godlowski 1947). It seemed to us that this explained the 
benefit obtained from insulin shock and electroconvulsive therapy in many mental 
disorders. Moreover, it had been noted that the combination of rheumatoid arthritis 
and epilepsy was extremely rare. On the suggestion of one of us (M.H.L.D.) it was 
decided to treat a pilot series of cases of active rheumatoid arthritis with insulin 
hypoglycemia, and a second series with electroconvulsive therapy, and observe the 
clinical and biochemical results. 

Forty cases of active rheumatoid arthritis were therefore treated five times per 
week for either three or four weeks with insulin hypoglycemia, using the method 
described by Sargent and Slater (1948) in which the reaction desired is indicated 
by marked flushing and sweating, weakness, drowsiness, and tremor. The reaction 
was normally interrupted three hours after the dose of insulin by a high carbohydrate 
meal. In only four cases did coma or convulsions call for the use of intravenous 
glucose. 

Twenty-two of these 40 cases showed marked clinical improvement, 9 slight im- 
provement, 8 no change, and | deteriorated. Ten maintained their marked improve- 
ment and 3 moderate improvement six weeks after completion of treatment. In cases 
showing definite improvement, this usually began within a week of commencing 
treatment. All cases increased in weight, some remarkably. 

The serum potassium was lowered in 34 out of 36 cases at the height of hypo- 
glycemia and had risen again in all cases four and a half hours later, at the time of 
maximal eosinopenia, in 13 significantly above the control value. 

Urinary uric acid excretion was significantly raised in 11 cases during treatment, 
but there was no increase in the neutral 17-ketosteroids in the 8 cases in which these 
were estimated. 

The sedimentation rate was not significantly changed. Fourteen cases showed an 
increase and 3 a decrease of more than 1 Gm./100 ml. in hemoglobin. Thirty-four 
cases showed a significant fall of over 50 per cent in circulating eosinophils four 
and a half hours after maximal hypoglycemia. There was no marked correlation, 
however, between the degree of fall and the degree of hypoglycemia or the clinical 
improvement. There was little correlation between the eosinophil depression produced 
by 0.3 mg. adrenalin or 12.5 mg. ACTH and either the clinical response or the degree 
of eosinopenia following hypoglycemia. 

Eleven cases were treated by electroconvulsive therapy with an average of five 
shocks each. Three showed marked improvement, 3 slight improvement, and 5 no 
change. No significant drop of eosinophils was found as the result of electroconvulsive 
therapy. 
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Arising out of our findings, there are a few points that are deserving of some dis- 
cussion, Although it was recognized that small doses of insulin had been used for 
many years for increasing weight, the constancy, magnitude and rapidity of the in- 
crease with the larger doses employed in this series were quite remarkable. This 
increase was observed even in the worst cases, who had been deteriorating continu- 
ously for a year or more in spite of all treatment, including gold, transfusions, etc. 
Obviously the psychologic effect of this weight increase must be considered in the 
assessment of subjective improvement. In the week after treatment was discontinued, 
about half the cases showed a loss of part of the weight gained. In view of this, fluid 
balances were charted for the week before and the week after treatment in the last 
14 cases treated. During treatment, the hypoglycemic sweats made any balancing of 
intake against urinary output quite useless, Even without obvious sweating it was 
realized that the results might be fallacious, as borne out by Talbot's observations on 
a paradoxical increase in weight coupled with diuresis in certain phases of gout, 
explained by him as due to changes in insensible perspiration. It was thought, how- 
ever, that even this rough test might give some evidence about whether water reten- 
tion played any part in the very rapid changes in weight. 

Before commencing insulin treatment all the patients with one exception showed 
a positive fluid balance, whereas after treatment 10 of the cases showed a negative 
and only 4 showed a positive fluid balance. Of the 10 showing a negative fluid bal- 
ance, 6 had a loss in weight of 1 to 3 pounds, 3 had a gain in weight of 1 pound, 
and in 1 the weight did not change in the week following treatment. More observa- 
tions on fluid balance are continuing. 

In spite of the high percentage of cases that showed marked clinical improvement, 
usually commencing in the first week, there were no consistent changes in the erythro- 
cyte sedimentation rate during the period of observation. This is not in conformity 
with the findings of Godlowski (1949) in his single case. 

The uric acid excretion was only significantly increased in 11 cases, but this is 
not surprising in view of the comparatively small average increase in uric acid found 
by Sprague (1950), even on administration of 200 mg. of cortisone. 

The changes in the serum potassium were the most constant of all the biochemical 
findings in our series. The reduction of potassium at the height of hypoglycemia is 
well recognized (Cantarow and Trumper). but the rise four and a half hours later, 
at the point of eosinopenia, is worthy of notice. Sprague found that a drop in potas- 
sium was the most constant biochemical finding of any in treatment with cortisone 
or ACTH. 

The absence of correlation of eosinopenia with clinical progress is of interest, as 
is the constancy of the drop of eosinophils with insulin but absence of change with 
electroconvulsive therapy. As the response of the patients to adrenalin showed little 
correlation with their response to insulin and because of our previous indifferent 
results on treatment of 5 cases of rheumatoid arthritis with adrenalin in oil (unpub- 
lished), the suggestion that insulin hypoglycemia acts by stimulation of the pituitary 
through the production of adrenalin is not borne out. It seems, however, that direct 
stimulation of the adrenal cortex, as has been shown to occur in hypophysectomized 
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animals, is more likely; or the synergic action of insulin and endogenous cortisone 
may be a factor in our results (Henderson et al 1950). 

It is stressed that the use of insulin hypoglycemia should not be looked upon, at 
all events at present, as a new treatment for rheumatoid arthritis. This is only a report 
on a pilot series of cases which require further control and follow-up. Further infor- 
mation is being sought on such problems as potassium excretion, fluid retention, cor- 
relation of results with ACTH sensitivity and the value of intermittent treatment. 
16 references. 3 tables.—Author’s abstract. 


Cortisone and Other Steroids in Rheumatoid Arthritis. w. $s. C. COMEMAN, O. SAVAGE, 
P. BISHON, E. DODDS, B, GOTTLIEB, J. GLYN, A. HENLY, and A, KELLIE, London, Eng- 
land. Brit. M. J. 2:849-55, 1950. 


The first European clinical trial of cortisone is reported. The above group of doc- 
tors was formed with the object of testing with concurrent metabolic studies other 
steroids more readily available in Europe than cortisone. 

Patients were selected who had polyarthritis of the rheumatoid type for more 
than six months, with involvement of the peripheral joints and tenderness, restricted 
range of movement, loss of weight, anemia and a raised sedimentation rate. 

Prof. Bradford Hill, the medical statistician, was consulted, and it was decided 
to screen certain steroids by giving them to a small number of patients for 10 days 
each and to assess the results. In the event of a significant improvement occurring, 
a second therapeutic trial was to be set up in which the effect of the steroid would 
be compared with an inert substance indistinguishable from it and labelled so that 
neither patient or clinician would know which was being given. 

This second method of trial was used with cortisone, which became available later. 
The patients were studied in three different hospitals to check the results. The fol- 
lowing criteria were used to assess the results. 

(1) Recorded interview before, during, and after treatment. 

(2) Filming of certain movements in selected cases. 

(3) Assessment of joint tenderness and range of movement. 

(4) Functional tests such as walking, climbing stairs, putting on a coat, and mount- 

ing a chair. 

(5) Personal assessment of improvement by the patient. 

(6) Eosinophil counts, erythrocyte sedimentation rate, and hemoglobin determina- 

tion. 

(7) Urinary 17-ketosteroid, pregnanediol, and corticoid estimations. 

Other steroids chosen for trial were those with a cortisone-like formula as shown 
diagrammatically. 

Results of 10 day trials in rheumatoid arthritis are as follows: 

Progesterone, 300-500 mg./day was administered to 12 cases. In one there was 
marked improvement which could not be repeated. Remaining cases showed no 
change. In 2 cases toxic effects from the vehicle were observed. 

Pregnenolone, 100-300 mg./day in 8 cases caused no change. 

Androstenedione, 100 mg./day in 6 cases caused no change. 
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Dehydro-iso-androsterone, 300 mg./day in 4 cases caused slight improvement in 
one. Three cases showed no change. 

Cortisone, day 1,300 mg., day 2,200 mg., day 3-10, 100 mg. was given to 5 cases. 

Four cases showed dramatic improvement, and one case marked improvement. 

These 5 patients were given cortisone and an inert substance (cholesterol) in 10 
day periods. The materials were labelled so that the observers did not know which 
was the active and which was the control compound, In all 5 the ESR fell signifi- 
cantly, the eosinophils dropped and the 17-ketosteroids and corticoids rose. Charts 
are given of the clinical response to cortisone and of the metabolic studies with this 
substance and other steroids. 

The methods of assessment which had been used with the nonactive steroids were 
found to be of value and to show clearly the immense improvement brought about 
with cortisone.—Author’s abstract. 


Copper Therapy of Rheumatoid Arthritis. TERENCE TYSON, H, HOLMES, and C, RAGAN, 
New York, N. Y. Am. J. M. Se. 220:418-20, Oct. 1950. 


Twenty-seven patients with typical rheumatoid arthritis were treated with Cupra- 
lene. Seven of these patients were in the first year of their disease. In only 2 of these 
patients did a temporary remission follow the administration of copper, which, in 
our experience, is approximately the percentage of spontaneous remissions observed 
with no specific treatment. Minor toxic reactions appeared with 100 to 250 mg. weekly 
doses of copper. When the dose was increased to 500 mg. at one injection, anemias 
of varying severity followed the injection. Cupralene in our opinion has no value 


in the treatment of rheumatoid arthritis. 4 references. 1 table——Author’s abstract. 


Experiments in Gold-Testing in Gold Treatment of Polyarthritis, TORE SVANBERG, 
Norrképing, Sweden. Ann. Rheumat. Dis. 9:221-25, Sept. 1950. 


Intracutaneous tests were carried out with aurothion (Astra) in the dilutions 1:1, 
1:3, 1:5, and 1:10, and, as control, the same dilutions of 6.5 per cent sodium thio- 
sulphate. Between 0.02 to 0.05 ml. of each dilution was injected intracutaneously on 
the back so that the papules were 5 mm. in diameter. Readings were taken after 20 
to 30 minutes. An edematous papule of from 5 x 5 to 10 x 10 mm., with a more or 
less reddened marginal zone, was recorded as slightly positive, a papule of from 
10x10 to 15x15 as positive, and one of from 15x15 to 20x20 as highly positive. 

The investigation includes 50 cases who were tested twice or more during their 
stay in hospital and who underwent follow-up examinations after six weeks to two 
months with regard to the complications, and 6 cases with complications which set 
in during the gold therapy in hospital. 

Complications were obtained in cases with decreased reaction in only 5 per cent, 
in cases with unchanged reaction in 44 per cent, and in cases with increased reaction 
in 95 per cent. Thus in the first and last of these three groups, the change in the 
cutaneous reaction seems to have given quite an accurate indication of the probability 
of complications. 6 references. 2 figures. 4 tables.—Author’s abstract. 
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Medical Treatment of Epilepsy Today. jouN Garvin, Chicago, Ill. Illinois M. J. 
98 :344-49, Dec. 1950. 


Five hundred cases of epilepsy were reviewed with respect to type of clinical seizure, 
electro-encephalographic findings, response to treatment, and certain aspects of prog- 
nosis. Most of the patients were referred because of difficulty in controlling their 
seizures. 

Seventy-six per cent of the cases were of grand mal type, either alone or in com- 
bination with other types of seizures, 38 per cent had psychomotor or psychomotor 
and grand mal seizures, and 42 per cent had more than one clinical type of seizure. 

Only 49 per cent of those with grand mal seizures alone had seizure discharges in 
the electro-encephalogram. With grand mal and petit mal, 95 per cent had seizure 
discharges. Only 64 per cent of patients with Jacksonian epilepsy had focal abnor- 
malities. 

Anticonvulsant medication used in therapy included dilantin, phenobarbital, mesan- 
toin, tridione, paradione, and phenurone. Combinations of drugs have been found 
to be of much greater value than any drug alone. Amphetamine sulfate and pheno- 
barbital is an effective anticonvulsant combination in some cases. Forty-one per cent 
of the patients with grand mal seizures were free of seizures on a combination of 
dilantin and phenobarbital, and 27 per cent of these had normal electro-encephalo- 
grams. Eighteen per cent of patients with clinical Jacksonian attacks were free of 
seizures on suitable medication. Only 10 per cent of the patients with psychomotor 
attacks were seizure-free, although 45 per cent were greatly improved. A combina- 
tion of dilantin, mesantoin, and phenobarbital is quite useful against psychomotor 
attacks. Also, phenurone in combination with dilantin or mesantoin is quite effective. 
In patients with more than one type of seizure the major attacks usually may be 
controlled with suitable medication. 19 references. 5 tables.—Author’s abstract. 


The Effect of Generalized Convulsions on the Blood Histamine in Man. 8. GABRAOUI 
and s. ABDEL-NABI, Cairo, Egypt. J. Roy. Egypt. M. A. 33:683-87, 1950. 


The observations were made on schizophrenic patients who were receiving elec- 
tric shock therapy. The majority of patients responded by vigorous convulsions 
at 80 volts applied for 0.1 second. The convulsive seizure usually continued for 45 
to 60 seconds. A venous blood sample was collected a few minutes before the electric 
treatment to act as a control. Within one minute after the end of the convulsions a 
second blood sample was collected from the cubital vein. The blood was rendered 
uncoagulable by addition of 8 per cent chlorazol fast pink; the samples were centri- 
fuged and the histamine was determined separately in the plasma and in the corpus- 
cular mass. The histamine equivalent was estimated by the method of Barsoum and 
Gaddum (1935). The plasma collected after the end of convulsions contains from two 
to four times more histamine than the plasma at rest. The histamine in the corpuscular 
mass is not affected. In another series of observations, the histamine estimation was 
made 10 and 20 minutes after the application of the electric convulsant therapy. After 
10 minutes the histamine equivalent was still increased above normal, and after 20 
minutes it was normal. 4 references. 1 table.—Author’s abstract. 
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Some General Problems in Connection with the Measurement of Radioactivity in 
Patients. N. VEALL, London, England. Brit. J. Radiol. 23:527-34, Sept. 1950. 


Factors which affect the design of in vivo counting experiments involving the meas- 
urement of isotopes emitting gamma-rays in the human body, by means of external 
detecting equipment, are discussed. The most important are the magnitude of the 
uncontrollable errors, the amount of time available for measurements the relative 
importance of various background effects, and the sensitivity of the counting equip- 
ment, /n vivo measurements are classified either as time studies or distribution studies. 
The latter involve technics which depend either on the inverse square law or on the 
directional - properties of the counting equipment. Examples discussed include the 
measurement of the rate of uptake of I'*' in the thyroid gland, circulation studies 
with Na**, localization of the placental site with Na**, and a directional counting 
arrangement for the localization of functional thyroid tissue is described. 19 refer- 
ences. 5 figures.—Author’s abstract. 


Errors in Diagnosis and Management of Cancer. DANIEL LASZLO, MALCOLM L. COLMER, 
New York, N. Y., GERSHON B. siLveR, Hartford, Conn., and SAMUEL STANDARD, 
New York, N. Y. Ann. Int. Med. 33 :670-89, Sept. 1950. 


The cancer field during the last decade has been characterized by slow and steady 
progress in experimental cancer research, early diagnosis, and surgical attack. This 
paper deals with another aspect of the field of which but little is appreciated in the 
medical profession. The management of advanced cancer patients presents an in- 
creasingly pressing problem. By surveying a series of such cases, patients who were 
treated in Montefiore Hospital or referred to it from other institutions, it was noted 
that in several instances errors in the diagnosis and management of such patients had 
occurred. These errors had been carried through for a period of several years at 
one or many institutions and can be best explained on the basis of acceptance of 
assumptions which led to the diagnosis of incurability. Once such a label is attached 
to patients it is often readily accepted by successive physicians in institutions to 
which patients are referred for further care. In order to illustrate the errors 20 case 
histories are cited and supported by illustrations. These case histories are given in 
detail and lend themselves to division into three groups. 


Group [: ADVANCED CARCINOMA WAS DIAGNOSED—NONE WAS PRESENT. 
Case 1: A spinal cord tumor with abdominal symptoms suggestive of obstruc- 
tion of the large bowel led to a diagnosis of cancer of the rectosigmoid with 
pelvic metastases, treated by colostomy. 

Case 2: A cervical lymphadenitis in the presence of a breast nodule led to 

the diagnosis of inoperable breast cancer which was treated by radiotherapy 

resulting in severe radionecrosis and metastatic osteomyelitis. 

Case 3: A pernicious anemia responsive to liver extract therapy was inter- 

preted as gastric neoplasm with secondary anemia on the basis of repeated 
gastro-intestinal roentgenograms. 
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Case 4: A large tumor completely obstructing the rectosigmoid was labelled 
cancer and treated with colostomy and radiotherapy. Diverticulitis was present. 
Case 5: A pyohydronephrosis was diagnosed as an inoperable retroperitoneal 
tumor. 
Case 6: A bilateral cystopyelonephritis with bladder papilloma was inter- 
preted as inoperable papillary adenocarcinoma of the bladder. 
Case 7: Emphysema and bronchitis with intermittent atelectasis, and osteo- 
porosis was assumed to be bronchogenic carcinoma with skeletal metastases. 
Case 8: A cirrhosis of the liver with pericholecystitis was diagnosed as cancer 
of the gallbladder. 
Case 9: A benign ovarian cyst was diagnosed and treated as peritoneal carcino- 
matosis. 
Case 10: Pseudomyxoma peritonei originating from a mucocele of the ap- 
pendix was labeled pseudomucinous cystadenocarcinoma of the ovary with 
peritoneal implantations. 
Case 11: An undiscovered interlobar empyema was diagnosed as cancer of 
the lung. 
Group 11: ADVANCED INOPERABLE CANCER WAS DIAGNOSED—OPERABLE 
CANCER WAS FOUND. 
Case 12: Malignancy of an undescended testicle was diagnosed inoperable 
retroperitoneal spindle sarcoma. 
Case 13: A primary lung tumor coexisting with a benign rectal polyp and 
old traumatic fracture was labeled carcinoma of the rectum with pulmonary 
and osseous metastases. 
Case 14: An operable rectal carcinoma was declared inoperable. 
Case 15: Cancer of the ascending colon without extension had been judged 
inoperable because of extensive mesenteric invasion. 
Case 16: A localized cancer of the sigmoid had been diagnosed as having 
perforated and spread to the extent of inoperability. 
Group Ill: CANCER VISIBLE—BUT UNDIAGNOSED. 
Cases 17-20: Four cases are presented each of which was of long standing (four 
months to eight years). A biopsy would have provided the correct diagnosis 
and therefore the proper treatment. 

The educational aspects of these cases lie in the case histories themselves. It is the 
authors’ opinion that a reading of the details of the case reports, as the patients were 
sent from hospital to hospital, would have indicated the errors and the methods of 
their detection. In reviewing these cases it will become clear that the original error 
was easily made, but that the perpetuation of the errors was due to simple acceptance 
of the original data. Such errors can be avoided only by constant vigilance. The study 
of such cases also suggests that re-evaluation of diagnostic and therapeutic procedures 
which originally led to the terminal cancer label may occasionally yield surprising 
and rewarding results. It also suggests that these patients can best be handled in 


institutions equipped for such major medical and surgical problems. 7 figures. '1 table. 
—Author’s abstract. 
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Oxygen Consumption During and After Exercise and Its Relation to the Degree of 
Fatigue as Measured by the Method of Electric Flicker, KucHiRo suzUK1, Sendai, 
Japan. Tohoku J. Exper. Med. 52:9-16, May 1950. 


Motokawa and Suzuki have recently reported that a flicker sensation caused by 
electric stimulation of the eye can be used as a convenient indicator for the measure- 
ment of fatigue. Moreover they remarked that the above method of electric flicker 
is very sensitive to oxygen insufficiency of the body. 

In exercise by a bicycle ergometer, running and going up and down stairs, the 
oxygen consumption was compared with the degree of fatigue as measured by the 
method of electric flicker and the following results were obtained: 

Data of the electrical measurements went nearly parallel with oxygen consumption 
during the exercises, while during recovery some discrepancy was found between 
both sorts of measurement; the recovery was always attained earlier as to oxygen 
consumption than as to the electrical values. 

The time course of recovery sometimes showed a negative phase. especially after 
severe exercise. This could be demonstrated more clearly by the electrical method 
than by the measurement of oxygen consumption. 10 references. 4 figures. 1 table.— 
Author's abstract. 


Professional Differences of Fatigue as Revealed by the Method of Electric Flicker. 
KIICHIRO SUZUKI, Sendai, Japan. Tohoku J. Exper. Med. 52:1-7, May 1950. 


In order to see whether any difference in fatigue according to occupation could 
be found by the method of electric flicker, a series of measurements on Japanese rail- 
road men having various kinds of occupations were made. Occupation was classified 
by common sense into three groups, namely, ordinary, a little severe, and very severe 
work. 

The degree of fatigue caused by ordinary labor amounted to about 200 mv. when 
they were leaving the office, the maximum value for very severe labor rose above 
400 mv. 

The value of fatigue measured by the method of electric flicker ran nearly parallel 
with the quantity of work done and corresponded well to the feeling of fatigue in 
many cases. 3 references. 2 figures. 3 tables.—Author’s abstract. 


Rejuvenative, or Preventive and Eliminative Treatment of Senility. v. KORENCHENSKY, 
Oxford, England. Geriatrics 5:297-302, Nov.-Dec. 1950. 


At present, harmless and, from a practical point of view, the most promising lines 
of geriatric research are preventive and eliminative treatment of sensility. 

The rejuvenative treatment of senility, on the contrary, might easily become dan- 
gerous in its practical applications, as suggested by experiments on rats. Its danger 
is not only in simultaneous production of pathologic changes in various organs, but 
also in its tendency to change the nature of the species. Even if the latter is far from 
ideal, it is necessary to remember that all the features of the species were fixed after 
millions of years of biologic development. 
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Before starting geriatric treatment of human beings, numerous morphologic, physio- 
logic and biochemical geriatric experiments on animals have to be performed in order 
to ascertain the favorable effects and absence of any harmful action. 

Any complicated clinical geriatric trials on human beings can only be performed 
in the large clinical research centers, which have properly trained research personnel 
and are well equipped with all necessary research facilities. 

There are, however, some necessary, but simple and harmless, geriatric clinical 
experiments which can be performed with comparatively simple research equipment 
and at a small cost. 

A possibility of reversing some of the senile organs and functions in rats to the 
level observed at a younger age suggests that unexpectedly important results, which 
might change all our outlook on the problems of ageing, could be obtained in research 
on old age. 20 references.—Author’s abstract. 


An Effective Treatment of Obesity: Benzedrine (Amphetamine). (Une médication 
efficace de obésité: La Benzédrine [Amphétamine|). ROBERT JUNET, Geneva. Rev. 
méd. d. 1. Suisse rom. 70:539-48, Sept. 1950. 


The author reports the treatment of 50 obese patients with amphetamine (Benza- 
drine) ; dl-amphetamine was employed in these cases in tablets of 5 mg. each, The 
tablets were given half an hour before breakfast and before the mid-day meal ; at first, 
one tablet was given twice a day, or two before breakfast and one before the mid-day 
meal. The dose was increased each week, if necessary, by one tablet a day; but in 
most of the cases, a satisfactory loss of weight was obtained with three or four tablets 
daily. The diet was limited: fats, sauces, juices, and cereals were not permitted, and 
the use of bread was limited. Several of the patients used a Harrop diet (six bananas 
and | liter of milk) or a similar diet (bananas or other fruits and tea) for one day 
each week. The loss of weight was more rapid in male than in female patients, but 
the latter showed an equally satisfactory total weight loss. Benzedrine acts by reducing 
appetite and also apparently by reducing the reserves of fat in the adipose tissue. The 
drug was well tolerated in the dosage employed, caused only slight insomnia if any, 
and had no effect on blood pressure in those patients whose blood pressure was normal 
on beginning treatment. In patients who showed hypertension when treatment was 
begun, the blood pressure fell parallel with the reduction of weight. 14 references, 3 
tables.—Author’s abstract. 


Therapeutic Uses of Radioactive Isotopes in the Royal Cancer Hospital. ®. 3. WALTON, 
London, England. Brit. J. Radiol. 23:559-66, Sept. 1950. 


Up to January 1950 the main bulk of work in the Royal Cancer Hospital with 
radioactive isotopes was with Sodium 24, lodine 131, and Phosphorus 32. 

Sodium 24 in aqueous solution was used in a rubber bag to irradiate the bladder 
wall from within in cases of carcinoma of the bladder where the tumor was at the 
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same time extensive and superficial. Doses were of the order of 3,000 roentgens due 
to gamma rays plus 4,000 equivalent roentgens due to beta rays, at the surface of 
the bag, given in three to four hours. 

lodine 131 was used only in the treatment of carcinoma of the thyroid. Previous 
tests having shown that the tumor took up iodine satisfactorily, therapeutic doses of 
the order of 100 to 200 millicuries were given by mouth. Intervals between doses 
were long enough to allow the tumor to resume taking up iodine. A case is described 
of carcinoma of the thyroid with involved lymphnodes in the neck and bilateral miliary 
carcinomatosis of the lungs which has responded satisfactorily to treatment by means 
of 

Phosphorus 32 was used as the treatment of choice for polycythemia rubra vera. 
It has also been used experimentally in the treatment of the leukemias, lymphosar- 
coma, and disseminated anaplastic carcinoma, A case is described of anaplastic car- 
cinoma of the stomach which, after removal surgically, recurred and developed large 
metastases in the skin. After treatment with P*? in small doses, the skin lesions re- 
gressed completely in two months. The patient later died after developing symptoms 
of metastases in the brain, but at postmortem examination no living tumor tissue 
could be found anywhere. 8 figures.— Author's abstract. 


dermatology 


A Case of Generalized Scleroderma Simulating Oesophageal Carcinoma, Daviv Me- 
cLure, Glasgow, Scotland. Glasgow M. J. 31 :339-50, Oct. 1950. 


The incidence of esophageal lesions in generalized scleroderma is low, and such 
cases rarely come to autopsy. The esophagus is involved principally in those cases 
in which the cutaneous lesions are limited to the extremities and the face and in which 
the initial symptoms are those of Raynaud’s disease (acroselerosis). The sequence of 
events is the development of peripheral vasospasm, followed by cutaneous scleroderma, 
and lastly by esophageal symptoms, but departures from this are not infrequent. Three 
cases are recorded with esophageal involvement as the presenting symptom. 

The present case (unmarried female, age 64) came under clinical observation on 
a number of occasions before the onset of her scleroderma, first with a fractured 
shoulder and next with severe psychopathic disorder of suicidal type. During this 
period she first complained of dysphagia and this introduced factors of a misleading 
nature at a later date, Her final illness was ushered in 18 months later by swelling of 
the hands and feet, severe dysphagia and vomiting. followed by an acute attack of 
upper abdominal pain, and oliguria. On admission to hospital she showed pigmenta- 
tion of the arms and neck, and the skin of her face and extremities was smooth and 
shining, with a “wooden” texture. A barium swallow showed an arrest at the hiatus, 
with a filling defect. and from this a provisional diagnosis of esophageal carcinoma 
was made. Her condition worsened and gross pericardial friction with aortic systolic 
and diastolic murmurs appeared. During the last few days her oliguria became ex- 
treme and she died nine weeks after admission. 
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The gross findings at autopsy comprised extensive ulcerative esophagitis, generalized 
pleural and peritoneal adhesions, peripheral fibrosis of the lungs, fibrinous pericar- 
ditis and recent myocardial infarction (left apex), and necrotic changes in the endo- 
metrium. 

Histologically there was gross fibrosis of the circular and longitudinal muscle layers 
of the esophagus. The ulceration was quite superficial, and the muscularis mucosae 
was not materially involved in the ulceration or in the fibrosis, Fibrinoid changes in 
the renal arterioles and glomeruli were widespread, and there was also degeneration 
of myelin sheaths in the peripheral nerves and in the optic nerves, and fibrous thick- 
ening of the alveolar walls in the periphery of the lungs. The skin showed typical 
sclerodermic changes, and in the skeletal muscle there was some loss of cross-striation, 
and an increase in the numbers of sacrolemmal nuclei. The superficial layer of the 
endometrium was necrotic and heavily infiltrated by degenrating polymorphs. 

A review of the findings in other cases recorded in the British and American litera- 
ture shows generally comparable findings with individual variations in the degree and 
distribution of the lesions. No other case in the records available to the author showed 
such an extreme degree of ulcerative esophagitis. The possibility of concurrent avita- 
minosis as a contributory factor in this case is considered with particular reference 
to the severity of the esophagitis and to the findings in the peripheral and optic nerves. 
23 references. 6 figures.—Author’s abstract. 


Xeroderma Pigmentosum of Mild Type. T. £. ANDERSON AND M. BEGG, London, England. 
Brit. J. Dermat. 62:402-407, Oct. 1950. 


A brief description is given of a family affected by a mild form of xeroderma pig- 
mentosum with a pedigree of four generations. It is suggested that in this family the 
mode of inheritance is by a partially sex-linked, incompletely recessive gene, whose 
heterozygous expression is to some extent dependent on the general gene background 
of the individual. 


Unusual mildness and late onset of manifestation of the disease are notable; in the 
present generation two boys were 14 years of age before any “tumors” developed and 
one girl and one boy were 21. The affected members of the family were all about 5 
years of age before abnormal freckling developed. All affected members were rufous, 
while some unaffected members were dark. 

All lesions which have been excised have been definite squamous epitheliomas. No 
deaths which could possibly be attributed to the disease have occurred within the 
first six decades in any of the families concerned. 

There is no knowledge of consanguinity, certainly no first cousin marriages, among 
the families concerned. 

No major departure from normal reaction to sunlight in summer as far as sun- 
burning or tanning is concerned has been noted, although they all tan quickly and, 
if overexposed, all except one male redden and tend to “burn” first. There was no 
abnormal reaction to a single intense dose of radiation from a water-cooled mercuiy 
vapor lamp. 9 references. 2 figures.—Author’s abstract. 
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Treatment of Senile Keratoses with Podophyllin, a, FLETCHER HALL, Santa Monica, 
Calif. Arch. Derm. & Syph. 62:362-69, Sept. 1950. 


Senile keratoses are generally recognized to be important as precancerous lesions 
of the skin and should be treated. The destructive methods generally recommended in 
the past, such as electrocoagulation, with or without curettage, the application of 
acids or solid CO,, and radiation therapy are all followed by various degrees of scar- 
ring or other sequels. A method of treatment is presented which is simple in operation ” 
and rarely followed by visible scarring. 
All keratotic scales are carefully curetted from the surface; bleeding points, if any, 
are controlled by a few minutes’ pressure with gauge square. When the bleeding has y 
been completely controlled, the podophyllin solution is pressed on the denuded sur- 
face by means of a saturated cotton-tipped applicator. The solution consists of 25 per 
cent podophyllin and 20 per cent salicylic acid in equal parts of acetone and 95 per 
cent alcohol. The solution is allowed to dry, forming a brown, resinous crust, which 
gradually separates during the following week or two. The treated area is usuaily 
tender for the first few days after treatment but does not have to be protected from 
water, etc. 
Great care must be exercised to avoid getting the podophyllin solution into the eyes 
at the time of treatment or later via sweat on the face, as an intense conjunctivitis and 
keratitis will ensue. 
Seborrheic keratoses and the lesions of multiple superficial epitheliomatosis also 
respond well to this treatment if care is taken to currette away all keratotic material 
before application of the podophyllin solution. 6 figures.—Author’s abstract. 


Variation in Microsporum canis and Microsporum audouini. JACQUELINE WALKER, 
London, England. Brit. J. Dermat. 62:395-401, Oct. 1950. 


In connection with the study of ringworm fungi in saprophytic life, two stable 
varieties of Microsporum canis, which are important in epidemiologic work, are de- 
scribed and the name Microsporum canis var. album is proposed for one of them. 
The value of heterothallic anastomoses in the investigation of variation is demon- 
strated. A study is also made of the nutrient requirements of a dysgonic form of 
Microsporum audouini which was common in some outbreaks of M. audouini infec- 
tion in Great Britain. 8 references. 2 figures. 1 table.—Author’s abstract. 


Reticulohistiocytoma (“Ganglioneuroma”) of the Skin. FREDERICK ZAK, New York. 
Brit. J. Dermat. 62:351-55, Sept. 1950. 


The name “reticulohistiocytoma” is used for a dermatohistologic entity which has 
remained largely unnoticed. It is felt that the cutaneous “ganglioneuroma” of Mont- 
gomery and O'Leary represents the same process. Three cases of similar clinical and 
histologic appearance are presented, as well as a fourth one which differed in some 
aspects and may well represent a progressive locally ulcerative variant of low grade 
malignancy. The differential diagnoses of the microscopic pictures are discussed. 21 
references. 21 figures. 8 tables.—Author’s abstract. 
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The Incidence and Management of Eczema in the First Year of Life. ABRAHAM 
SCHWARTZ, Milwaukee, Wisc. Wisconsin M. J. 49:1011-13, Nov. 1950. 


A review of the incidence and character of eczema among 1,000 infants seen in 
routine pediatric practice indicates that severe intractable eczema is the exception in 
a disease in which the norm is quite amenable to treatment. Among 1,000 infants seen 
for monthly check-ups in the home or office, there were 295 cases of eczema. (The 
series does not include frank cases of diaper rash, heat rash, chafing, contact derma- 
titis from drooling, etc. It does include seborrheic eczema, differentiation of which 
seems difficult in the infant.) 

The infant's diet is sufficiently limited in content to lend itself to modification with- 
out the unrewarding technics of skin testing. The stage of the eczema process deter- 
mines the details of therapy. The author presents those which have proved useful in 
his hands. 

Of the 295 cases, 241 responded readily to the first set of instructions. In many 
instances this was no more than a prescription for local therapy. These 241 had no 
recurrences of eczema during their first year. Fifty-three had recurrences necessitating 
further treatment. Of these, 45 again responded to treatment in the course of a few 
days or weeks. Eight cases remained resistant throughout the first year of life. 

The main justification for this paper is to emphasize what seems of basic impor- 
tance: Since the pediatrist or general practitioner first sees the infant, he is the one 
who must prescribe treatment. In this treatment he must take into consideration all 
possible etiologic factors; he must begin therapy at the first appearance of the rash, 
and he must modify or renew it with every change in the skin condition. This therapy 
does not call for any elaborate technics. It may be reduced to the simple terms of an 
instruction sheet, as follows: 


Instructions for Infantile Eczema 


1. Avoid scratching. Use arm splints on baby day and night. 
2. Avoid wool next to baby. This applies to clothing and blankets, which should 
not come in direct contact with the baby’s skin. 
3. Always place cotton cloth under baby when laying him on upholstered furni- 
ture. 
4. Avoid keeping baby too warm. (Room temperature 68 F.) The skin will be 
better if kept cool; a minimum of clothing is desirable. 
5. Avoid pillows. These are too heating. Keep the baby in a large size bed, not a 
small crib. 
6. Avoid house dusting in presence of the baby. 
7. For bath, use bran or tar bath as directed. Wash baby’s buttocks with boric 
acid solution at every diaper change. 
8. Follow diet instructions. 
9. Use skin prescriptions as directed. 
10. Use tablets if baby is fussy. These will lessen the itching. 
9 references. 1 figure.—Author’s abstract. 
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Systemic Lupus Erythematosus. HARRY ARNOLD, JR., Honolulu, T. H. Arch, Dermat. & 
Syph. 62:632-34, Nov. 1950. 


“Disseminated” lupus erythematosus still suggests to many persons the original 
connotation of widely “disseminated” skin lesions, which are suggestive when present 
but are frequently entirely absent. Alternative names, such as “acute” lupus erythe- 
matosus, “subacute” lupus erythematosus, lupo-erythematoviscerite maligne (malig- 
nant lupoerythematovisceritis), “malignant” lupus erythematosus, “visceral” lupus 
erythematosus, and others, all seem either insufficiently explicit, or ambiguous, or 
unwieldy, or sometimes inappropriate. 

The adjective “systemic,” further modified as acute, subacute or chronic, is sug- 
gested as an alternative to “disseminated,” since it implies involvement of the skin, 
the viscera, and the (reticulo-endothelial and hemopoietic) systems. Its logical oppo- 
site would be “cutaneous” lupus erythematosus. 8 references.—Author’s abstract. 


Vitamin A in a Case of Acquired Localized Keratosis Palmaris et Plantaris and One of 
Acquired Pachyonychia. A, D. PORTER AND H. HABER, London, England. Brit. J. 
Dermat. 62:355-58, Sept. 1950. 


Beneficial effect of vitamin A in one case of localized keratosis palmaris and plantaris 
and one of acquired pachyonychia which had resisted other forms of treatment is 
reported. The first case was a girl of 19 years with localized keratoses of the palms 
and diffuse thickening on the soles. The average vitamin A before treatment was 88 
i.u./100 ml. Three months after taking 100,000 i.u. vitamin A daily, the palmar lesions 
had entirely disappeared, but the soles remained unaffected. The second case was of 
pachyonychia and thick skin on the soles in a girl of 11 years. After one month of 
vitamin A 30,000 i.u. daily and three months 75,000 i.u. daily, the nails were all 
normal in appearance but one. The soles, however, were as before. 3 references. 2 
figures.—Author’s abstract. 


Treatment of Superficial Trichophytosis with CO,-Snow. An Attempt at Artificial 
Immunization (“Imitated Kerion”). H. HAXTHAUSEN, Copenhagen, Denmark. Acta 
Dermat. Veneriol. 30:405-16, 1950. 


Kerion formation is attended by processes of immunization which not only bring 
about local healing, but also effect disappearance, without local treatment, of possible 
concurrent superficial patches of trichophytosis. While the kerion formation is marked 
by acute, deep-rooted, and rather stormy processes, the superficial patches will dis- 
appear gradually without ever flaring up or showing other phenomena reminiscent 
of kerion. Fungi are, as a rule, rather long demonstrable in the superficial patches, 
from which they often do not disappear till immediately before the clinical cure. Rein- 
fection with trichophytosis is not seen in patients who have had kerion, but kerion 
gives no absolute immunity against epidermophytosis. 

By treating the superficial trichophytosis patches with CO,-snow we have tried, 
through artificially produced local inflammatory changes, to “imitate” the processes 
attending kerion formation, hoping thereby to be able to promote the immunization. 
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By a single treatment of 12 isolated patches, healing was obtained in all cases after 
three to six weeks. By treating a single patch in 12 cases with multiple efflorescenses 
we succeeded, in almost the same time, in obtaining healing of the frozen patch as 
well as of the untreated ones. 

The freezing reaction intensifies the local skin phenomena brought about by the 
fungal infection, in particular, the formation of pustules and the follicular infiltra- 
tions, but leave no signs or symptoms reminiscent of proper kerion formation, The 
untreated patches disappear gradually in the same manner as in the cases of kerion, 
and fungi are rather long demonstrable both in the frozen and in the untreated erup- 
tions. Hence there is much evidence to suggest that the freezing reaction releases local 
and general processes of immunization similar to those attending kerion formation. 

Iodine, and possibly also chrysarobin and other antimycotics, may be conceived to 
influence the course of a trichophytosis not only directly by their fungicidal action, 
but also indirectly through the inflammatory changes which they produce on the skin, 
and which, at least in the case of iodine, bear a certain resemblance to the freezing 
reaction. 10 references. 7 figures.—Author’s abstract. 


Infantile and Atopic Eczema from Injury to the Skin by Overcare and Overtreatment. 
L. E. GAUL AND G. UNDERWOOD, Evansville, Ind. Am. J. Dis. Child. 80:739-52, 
Nov. 1950. 


Therapeutic chemicals applied to various injuries and dermatoses commonly pro- 
duce primary and secondary sensitization signs on the skin. A small child who burned 
her leg was treated with a popular burn ointment. Two weeks later the burned site 
erupted, and within 24 hours the child developed a generalized dermatitis. This ap- 
peared in February and did not get well until the following summer. The ensuing 
fall was associated with a recurrence which persisted until the following spring. This 
case aroused interest in the role of irritants and sensitizers on the skin, rendering it 
more susceptible to environmental factors such as cold. Eighteen cases of infantile 
eczema or atopic dermatitis were investigated from this angle. Evidence was found 
that chemicals exposing the normal and injured skin had rendered it susceptible to 
cold. Immersion tests were performed on a number of subjects, and it was found on 
immersing the forearm in cold water that reactions were obtained that confirmed the 
cold susceptibility. These studies re-emphasized the importance of adequate clothing 
in infants and children, and point out the commonness of overcare of the skin. 7 ref- 
erences. 2 figures. 2 tables.—Author’s abstract. 


“Base Coat” Nail Disease. Report of a Case. 1RViNG 1. COWAN, Milwaukee, Wisc. Wis- 
consin M. J. 49:1003-1006, Nov. 1950. 


“Base coat nail disease” was first observed in 1947 after the introduction on the 
market of a liquid substance known as a base coat, or undercoat, which contained a 
solution of synthetic rubber and phenol-formaldehyde type of resin in methyl ethyl] 
ketone. The disease is important from the clinical standpoint because it can produce 
symptoms. Serious complications, such as pustular paronychia, requiring the removal 
of the nail, may occur. 
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The disease presents a very characteristic picture as follows: (1) usually involve- 
ment of all of the nails; (2) definite discoloration of the nails in their one third to 
two thirds; (3) thinning of the nail with onycholysis or separation of the nail plate; 
(4) leukonychia, or whitening of the distal end of the nail; (5) capillary hemorrhages 
in the nail bed and the presence of subungunal hyperkeratosis (the Rumple-Leeds 
test with the tourniquet over the cubital fossa is usually positive) ; and (6) positive 
reactions to patch tests with the base coat solution in 10 to 14 days in all individuals 
in whom the disease develops. 

The treatment is elimination of offending agent. 

A detailed case report is given to illustrate characteristic history and findings. 3 
references. 1 figure.—Author’s abstract. 


Infantile Eczema. c. B. KENNEDY, New Orleans, La. New Orleans M. & S. J. 103:258- 
60, Dec. 1950. 


In a review of 304 consecutive dermatologic patients under 12 years of age ob- 
served during a period of one year, 21 per cent were allergic in origin. Of these, infan- 
tile eczema was by far the most frequent, contact dermatitis was second in order of 
frequency. The family history was predominantly allergic. The incidence was greatest 
in the colder seasons. The precipitating factor is often diet. Inhalents play an insig- 
nificant part before the age of 2 years. Contact dermatitis is often a complicating 
factor from rubber or plastic diaper guards and baby oils containing hydraquinone. 
Wool acts as an irritant. The cutaneous wheal test is of no value etiologically. Com- 
plications are pyodermia, Kaposi's varicelliform eruption, and generalized vaccinia. 
Children with allergic backgrounds should be fed breast milk as a preventative meas- 
ure. Goat’s milk or milk substitutes should be used in place of cow’s milk. Vitamin 
concentrates should be substituted for citrus fruits or tomato juice. Other foods may 
be added one at a time later on. Oatmeal soda baths—no soaps—and mineral oil after 
stools are part of proper management. Topical applications of aureomycin or baci- 
tracin are useful, if infected; in the dry stage, crude coal tar 1 per cent in Lassar’s 
paste. Antihistaminic drugs sometimes afford relief. Avoid wool next to skin. Restraint 
is not used. Immunizations should be carried on in summer. Parents should be warned 
that recurrences may take place.—Author’s abstract. 


Studies on Melanin. VI. The Genesis of the Nevus Cell. minor 110, Sendai, Japan. 
Tohoku J. Exper. Med. 52:95-101, May 1950. 


The author examined 13 cases of pigmented nevus by means of various histologic 
technics. (1) By means of Seto’s modification of Bielschowsky’s silver impregnation 
method, a close relationship between nevus cells and peripherous and vegetable ner- 
vous system is observed. (2) With Bielschowsky-Maresch’s Gitterfaser staining, the 
affinity of the Schwann’s and also nevus cell to argentaffin fibril is recognized. The 
author takes this up as another evidence of the neuro-ectodermal nature of nevus cells 
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supported by the theory of Sekine, who in his embryo-morphologic study reported 
the existence of neurogenic argentaffin fibrils; while, on the other hand, the “Abtrop- 
fung” theory of Unna is rejected because of the indifferent attitude of the argentaffin 
fibril against the epidermis. 

From above observations the author suggests that a correlation exists between 
melanin production and the nervous system and, further, that melanocenesis might be 
interpreted as the results of chemical transmission. 10 references. 3 figures.—Author’s 
abstract. 


Studies on Melanin. VII, Mongolian Spot Cell and Blue Nevus Cell. minor 1T0, Sen- 
dai, Japan. Tohoku J. Exper. Med. 52:119-24, May 1950. 


The author made histologic researches on the blue nevus and Mongolian spot with 
methods similar to that referred to in the previous report. Bielschowsky-Seto’s neuro- 
fibril staining and Bielschowsky-Maresch’s Gitterfaser staining were used principally. 

In the comparative study of melanophores in both conditions, no principal difference 
is noticed as to the morphology, location, or the biochemical attitude of the pigment 
contained. The relationship between nerve fibers and cells bearing melanin is not 
ascertainable in contrast to the results of former investigation on nevus cells. And 
the affinity to argentaffin fibrils is not at least so eminent as in nevus cells. 

From the above, the author believes that both blue nevus cells and Mongolian spot 
cells are of mesodermal origin, as mentioned by Adachi and others. However, the 
problem as to the actual source of these cells remains still unsolved. The author calls 
attention to the special biochemical attitude of the connective tissue fibers in the foci, 


which is shown by the metachromasia with Mallory’s staining. 8 references. 1 figure. 
—Author’s abstract. 


Studies on Melanin. VIII. Melanodermatitis Faciei, susumu uyima, Sendai, Japan. 
Tohoku J. Exper. Med. 52:125-34, May 31, 1950. 


The author observed 68 cases of melanodermatitis toxica in the dermatology clinic 
in Sendai. These coincide with the cases reported by Riehl and Hoffmann and others 
in World War I. In nearly all cases crude cosmetics are blamed as the causative agent. 
From the clinical and histologic observations they are divided into three cardinal 
types, pigmentary, comedo-forming, and keratotic type. The characteristics of each 
type are described. Because of the histologic and clinical transition, the author con- 
cludes that they have common etiology and only conditional differences. As external 
stimuli, ultraviolet ray and lower hydrocarbons are pointed out, of which the latter 
is verified by analysis of the cosmetics. By the 2,6,dichlorphenolindophenol method, 
vitamin C deficiency is proved, especially in pigmentary form, which as well as the 
wartime diet deficient in vitamins A, B,, and D gives important internal disposition. 

In the histochemical study of one case of pigmentary form, dermal pigment pro- 
duction is assumed by positive peroxydase and dopa reaction. 14 references.— 
Author's abstract. 
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Carcinoma of the Skin. R. W. POSTLETHWAIT, Charleston, S. C. J. South Carolina M. A. 
47 :21-23, Jan. 1951. 


Although carcinoma of the skin is the most common type of malignancy seen, this 
frequency is not reflected in mortality statistics because of the high cure rate. An 
appreciable number of deaths each year, however, are due to this type of cancer. 
The precancerous dermatoses are of particular importance, as these lesions offer an 
opportunity to prevent malignancy. The physicians, therefore, should be intimately 
acquainted with senile keratoses, keratoses due to arsenic, tar, or irradiation, and 
other lesions such as xeroderma pigmentosum. 

The diagnosis of skin carcinoma is not difficult in the typical case, but the early 
lesion infrequently can be differentiated with accuracy. The importance of biopsy in all 
suspicious lesions and in every lesion to be subjected to treatment cannot be over- 
emphasized. After the diagnosis has been established, therapy may be surgical excision 
or irradiation. In most cases, the choice is not important; but it,is essential that if 
excision is employed, an adequate margin be obtained, and if irradiation is used, 
an adequate amount be given during the first course of treatment. 9 references.— 
Author's abstract. 


Transverse Nasal Stripe at Puberty (Stria Nasi Transversa), THEODORE CORNBLEET, 
Chicago, Ill. Arch. Dermat. & Syph. 63:70-72, Jan. 1951. 


A report is made of five instances in girls at puberty in whom a transverse, reddish 
line forms at the junction of the middle and lower thirds of the nose. There is a 
faint troughing or depression formed by the angulation of the lower third of the nose. 
All children have circular nostrils up to about the age of 10 years and then develop 
the ovoid and elliptic forms later on. This is due to the growth of the two major alar 
cartilages and the lower end of the septal cartilage as it juts forward for all three 
to join. These cartilaginous parts thicken en masse as children approach puberty. 
The growth of these cartilages at this time trusses up the entire end of the nose and 
forms a kind of a faint crease between the middle and lower thirds. Not all children 
develop the rose-red coloring over this line as it forms. It is perhaps to be looked 
upon as a kind of “growing pains” which produce a distortion at the distal part of the 
nose, as that section seems to enlarge faster than the adjacent upper portion. All 5 
cases were observed only in girls. 3 figures.—Author’s abstract. 


Paper Chromatographic Analysis of Amino Acid Excretion in Wilson’s Disease. CARL- 
HENRIC DE VERDIER, Uppsala, Sweden. Acta Med. Scandinav. 138:344-47, 1950. 


Two dimensional paper chromatography has been used to examine the urinary 
excretion of amino acids. Chromatograms of the pathologic urines were compared 
with those from normal urine containing an equal amount of creatinine. A correlation 
between amino acid excretion and clinical symptoms of Wilson’s disease (hepatolenti- 
cular degeneration) could be shown in the case of a family of seven. Excretion of 


nearly all amino acids was increased. 16 references. 1 figure. 1 table-——Author’s ab- 
stract. 
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The Histological Diagnosis of Pemphigus. a. J. ROOK, M, B. CANTAB AND I. WHIMSTER, 
London, England. Brit. J. Dermat. 62:443-46, Nov. 1950. 


The literature on the differentiation of pemphigus and dermatitis herpetiformis is 
briefly reviewed. There is no single clinical criterion universally accepted as reliable 
for the differentiation of these conditions, and, moreover, many authors have doubted 
whether they are in fact separate entities. Attention is drawn to the careful and exten- 
sive investigations carried out in recent years, particularly in France and Belgium, 
on the subject of the histologic features of pemphigus and dermatitis herpetiformis. 

The authors give a preliminary account of their attempts to confirm the claim that 
the histologic changes of pemphigus are specific and diagnostic and are readily dif- 
ferentiated from dermatitis herpetiformis. They were able to confirm these findings in 
the cases they examined and consider that in all types of pemphigus there is a char- 
acteristic degenerative change in the epidermis resulting in acantholysis; whereas in 
dermatitis herpetiformis the essential change is dermal, the bulla being formed beneath 
an intact epidermis. In cases where the histologic diagnosis conflicted with the original 
clinical diagnosis, the subsequent course of the disease supported the former. 5 refer- 
ences. 5 figures.—Author’s abstract. 


Localized Paroxysmal Hyperhidrosis. SHERMAN M. MELLINKOFF, Baltimore, Md. Am. J. 
M. Se. 221 :86-88, Jan. 1951. 


A patient is described in whom paroxysmal hyperhidrosis occurred upon a small 
area of skin over the head of the right ulna, The paroxysms were regularly induced 
by emotional tension or manifestations of the postgastrectomy “dumping syndrome.” 


The skin in that area was sensitive to neither epinephrine nor parasympathomimetics, 
but the phenomenon was markedly mitigated by the administration of sodium pheno- 
barbital. The syndrome seemed then to be the result of facilitation of some central 
reflex arc. The observations of others that epinephrine as well as acetylcholine will 
cause sweating when injected intradermally were confirmed. 8 references.—Author’s 
abstract. 


Chilblains. MAURICE NEWMAN, Lancaster, England. Med. Illus. 4:591-96, Dec. 1950. 


There is, no doubt, a special constitutional predisposition to chilblains. The condi- 
tion is commoner in women than in men, and age is certainly an important factor, 
the commonest incidence being between the age of 5 and 15 years. 

Winner and Cooper-Willis (1946) noted an association of the chilblains with cer- 
tain occupations. Office and clerical workers had the highest incidence, and in these 
cases the hands were affected. In the case of cooks who did much standing, chilblains 
frequently occurred on the feet, and the incidence was less in those who had active 
occupations. The main aggravating factors stated by the women as the cause of the 
chilblains were the use of hot water bottles, sitting near the fire, and cold damp or 
cold dry weather. 

Cold, especially damp cold, is an important factor in the etiology of chilblains, for 
they, as a rule, only become manifest in winter. Chilblains apparently are rare in 
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Canada and the United States in spite of the cold winters, and this is stated to be due 
to the almost universal practice of central heating in the homes, offices, and transport. 

Two types of individuals likely to suffer from chilblains have been described (Bar- 
ber 1926). There is the fat phlegmatic girl with red complexion, coarse, dry and 
rough skin of a bluish color on the arms and legs, and cold from the knees down- 
wards. The second type is the thin, highly strung, nervous type with vasomotor insta- 
bility, and blueness and coldness of the limbs. This type is often subjected to catarrh 
and liable to tuberculosis. 

Some continental authors regard chilblains as manifestations of tuberculosis, but 
Barber (1926) does not support this relationship, Focal sepsis, as from the teeth, 
tonsils, or bowel, has been blamed as predisposing causes, (MacKenna, 1937; Savill, 
1926), while glandular dysfunction, thyroid pituitary, and gonads have also been 
blamed. It is interesting to note that women who suffer from chilblains are often free 
from them during pregnancy. Disorders of the blood such as anemia and hypocalcemia 
have been cited as causative factors, but Jausion, Somia, and Meunier (1941), in 17 
cases of chilblains in which the blood was examined, found no abnormality apart 
from some leucocytosis in 5 of them. These authors blame deficiency of vitamin P 
as a causal factor. Others consider deficiency of vitamins A and D as the cause. It used 
to be thought that there was a diminished coagulability of the blood in chilblains and 
so a popular treatment was administering calcium, but Hallam (1930) found the coag- 
ulability of the blood was normal, and Percival and Stewart (1924) showed the blood 
calcium level was normal and no improvement occurred by increasing the calcium 
level with parathyroid. Wheatley (1950) found there was no alteration in the blood 
prothrombin time in cases of chilblains, although he found improvement with vitamin 
K therapy in 23 of 26 cases. 

The known facts therefore suggest that chilblains are due to some constitutional 
defect in the peripheral circulation, the exact nature of which is unknown, and that 
they are influenced by age, chilblains being commonest in childhood and young adult 
life. Cold and physical inactivity which causes circulatory stasis in the extremities 
are precipitating factors. 

Diagnosis 


The most common sites for chilblains are the dorsal aspect of the proximal phalan- 
ges of the fingers, the ulna sides of the hands, the plantar aspect of the toes, the dorsum 
of the great toe, and the region of the heels. The ears and nose are occasionally 
affected. In girls, owing to short skirts and wearing thin or no stockings in winter, 
chilblains are now commonly seen on the legs. The lesions may be single or multiple, 
remain discrete or coalesce to form large swellings. 

The chilblain first appears as a local redness or erythematous macules, dusky red 
in color and often bluish on the legs. The patient complains of discomfort and itching. 
Symptoms, particularly itching, become more marked on warming, as when in bed or 
sitting in front of a fire. The lesions may clear in a few weeks, but relapses are com- 
mon throughout the winter months. The redness is gradually replaced by a cyanosed 
tinge, and pain may occur. In the legs in the region of the tendon Achilles the skin 
may become very thick and icy cold to touch. 
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In other cases owing to friction or neglect the lesions may ulcerate with cracks and 
fissures—“broken chilblains.” These are usually very painful and blisters may develop. 
Broken chilblains usually heal with difficulty, often leaving scars. 

On the legs chilblains must be differentiated from Bazin’s disease or erythema in- 
duratum, a tuberculous affection. This condition is bilateral and symmetrical, occur- 
ring, as in chilblains, on the lower posterior and outer aspects of the legs in young 
women. Whereas in chilblains there is little induration, and ulceration is the exception, 
in Bazin’s disease, on the other hand, there are deep granulomatous infiltrations which 
may break down forming deep punched-out ulcers which heal very slowly. It must 
be remembered that the two conditions may co-exist. 

The diagnosis from lupus erythematosus may also give rise to some difficulty, as 
this disease may occur on the dorsal aspect of the fingers between the joints. The 
lesions are well defined with slight scaling. They are not irritable or edematous, as is 
the chilblain, and persist throughout the warm weather. 


Treatment 


Preventive Measures: All measures should be taken to improve the general health. 
The diet should consist of plenty of protein, milk, eggs, fresh fruit, and green vege- 
tables. It may be supplemented with cod liver oil, halibut oil, or vitamin A and D 
tablets (adexolin). Iron and other tonics may be advisable. The patients, particularly 
girls, should be warned that with the onset of winter climate conditions, adequate 
clothing must be worn and the hands and feet kept warm when out in the cold. Girls 
should wear warm stockings and shoes that are not tight. The modern habit or neces- 
sity for young girls to go out in cold weather without stockings has undoubtedly led 
to an increase in chilblains. Gloves should be loose, woolen gloves being preferable 
to kid gloves. Cold baths should not be taken nor the hands washed in cold water. 
Strict attention must be paid to drying the hands thoroughly after washing. 

Circulatory stasis is an important factor in the precipitation of chilblains and 
therefore plenty of fresh air, in sunshine when possible, should be taken with regular 
and adequate daily exercise. This is particularly important in clerical workers and 
those in sedentary occupations. If such sports as tennis, hockey, or badminton are 
not possible, then a brisk walk of several miles should be taken each day. Skipping 
should prevent chilblains occurring on the feet, and finger exercises, such as marble 
rolling, would tend to prevent chilblains in the fingers, Sitting in front of a fire or 
radiator after the limbs have been chilled by cold should be avoided as well as hot 
water bottles. 

The treatment of a person who has developed chilblains may be divided into general 
and local measures. 

General treatment will include all that has been already advised under preventive 
measures. Numerous special or specific measures have been advocated for the care of 
chilblains, the principal of most of them being to improve the peripheral circulation. 
I shall only deal with those that I have found most useful in practice. 

Nicotinic acid is regarded by Gourlay (1948) as the treatment of choice in general 
practice owing to its ease of administration and freedom from any significant untoward 
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effects. The drug owes its action to its vasodilatation effects. The tablets of nicotinic 
acid are given orally in doses of 50 to 100 mg. for adults and 25 mg. for a child, 
three times daily immediately after meals. Treatment should be commenced at the 
first sign of a chilblain and continued in reduced dosage throughout the cold weather. 
I have found this treatment very efficient in some cases, but all do not respond. 

Vitamin K (acetomenaphthone) has been advocated by Wheatley (1950) as exert- 
ing a favorable influence on chilblains. Synthetic vitamin K is given in the form of 
acetomenaphthone tablets, 20 mg. three times a day by mouth for two weeks or longer. 
It may be necessary to continue treatment throughout the chilblain season, A com- 
bination of acetomenaphthone and nicotinamide may be given in the form of Amisyn 
tablets( Armour Lab.) which contain acetomenaphthone B.P. 10 mg. and nicotinamide 
B.P. 50 mg. 


In the stout phlegmatic type with coarse dry skin thyroid extract or polyglandular 
therapy may be found to be the most successful line of treatment. 

Calcium for many years and later calciferol has been a popular treatment for chil- 
blains, calcium being originally prescribed because of (incorrect) low blood calcium 
findings. Percival and Stewart (1924) have shown that the blood calcium level in 
chilblains is consistently normal and that there is no improvement by raising the 
blood level by means of parathyroid. With regard to calciferol, Anning’s (1947) 
results suggest that calcium or calciferol is ineffective in the prevention or treatment 
of chilblains. Moreover as high doses of calciferol are not without danger this treat- 
ment is not recommended. 

General ultra-violet light, the mercury vapor, or carbon arc lamp, is usually very 
beneficial as a general remedy by improving metabolism and toning up the circula- 
tion. The increase of vitamin D in the skin may also be a factor. 

Local treatment: Unless the chilblains are ulcerated, local treatment is the least 
important. The number of local applications that have been recommended are legion 
and intriguing and vary from household remedies such as whisky, castor oil, raw 
potato, roasted onion to proprietary ointments as Germoline, Zambuk, etc. 

In view of the irritation and itching, relief is often sought for by the patient and 
sedative applications in the forms of lotions (lead and opium) and ointments may 
be prescribed. The basis of such ointments are usually menthol, camphor, carbolic 
acid or methysalicylate. 

A useful prescription is (Wigley 1946) : 

Carbolic acid, 5 minims (0.3 c.cm.) 

Menthol, 5 grains (0.32 Gm.) 

Anhydrous lanoline, 14 an ounce (15 Gm.) 

Soft paraffin, to 1 ounce (31.0 Gm.) 
This is applied continuously after bathing the chilblain with warm water and then 
drying. 

Winner and Cooper-Willis (1946) found great benefit in treating chilblains in a 
series of A. T. S. personnel with an ointment composed of phenol 1 part, camphor 6 
parts, Balsam of Peru 2 parts, soft paraffin 25 parts, hard paraffin 7.5 parts, anhydrous 
lanoline to 100 parts. Directions were either (1) to immerse the affected part in hot 
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water at bedtime, to dry it carefully, and the ointment is then applied or (2) to rub in 
the ointment night and morning. The treatment is stated to give widespread and symp- 
tomatic relief, although a cure is not claimed. 

The old fashioned and simple treatment of applying iodine or callosal iodine oil 
is often beneficial. 

When the chilblains are ulcerated, fomentations of boric lint may be applied and 
then followed up by a simple boric ointment. If sepsis is present, penicillin cream or 
paste is usually effective. 

When irritation and congestion is acute, relief may rapidly be obtained by small 
doses of x-rays. Three doses of 100 r at intervals of one or two weeks are usually 
sufficient. 

Finally, in severe cases of chilblains that keep recurring in spite of all treatment, 
paravertebral sympathetic block may be considered. The rationale of the procedure 
is that the block relieves the arterial and venous spasm which causes suboxygenation 
of the tissues, which of itself gives rise to further spasm creating a vicious circle. 
Simmons (1945) in a series of 8 cases treated by paravertebral sympathetic block 
claims 6 were cured throughout the whole of the winter months.—Author’s abstract. 


Treatment of Cutaneous Leishmaniasis with Antimonate of N-Methyl Glucamine 
(Le traitement des leishmanioses cutanées par l'antimoniate de N-Methyl Gluca- 
mine). DANIEL ESCHER AND EDOUARD LAHAM, Beyrenth, Syria. J. de méd. de Lyon. 
31:729-32, Sept. 5, 1950. 


The authors report 15 cases of cutaneous leishmaniasis treated with antimonate of 
N. methyl glucamine, a new antimony salt, which is also used in the treatment kala- 
azar. The diagnosis in these cases was not based on the clinical appearance of the 
lesions alone, but on the demonstration of the Leishmania in the lesions or the intra- 
dermal reaction with a filtrate of a culture of Leishmania tropica. In most cases the 
drug was given by intramuscular injection, but in 2 cases local infiltrations around 
the lesions were employed. At first daily injections were given, the maximum dosage 
being 0.1 Gm. per Kg. body weight. For the first injection one quarter of the maximum 
dose was used, one-half the maximum dose for the second injection, and the maximum 
dose for subsequent injections. In some cases a lower dosage was used, i.e., 0.05 Gm. 
per Kg. body weight, and in some injections were given two or three times a week 
instead of daily. In most of the cases there was a definite focal reaction to the first 
injections and in some a slight rise in temperature within a few hours. In general, 
the drug was well! tolerated and caused no toxic reactions; no albumin was found in 
the urine in any case. In all types of cases, a definite improvement was noted after 
the third or fourth daily injection. Healing of the ulcerative lesions was rapid. In 10 
cases healing was complete after one course of treatment. In 5 cases considerable im- 
provement was obtained, and treatment was completed by the use of carbon dioxide 
snow. Results were equally good with the smaller maximum dose and the less frequent 
injections as with daily injections and the larger maximum dose 1 table—Author’s 
abstract. 
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Are Certain Dermatoses Bacterial Allergies? Evidence from Treatment. K. A. BAIRD. 
Nova Scotia Med. Bull. Aug. 1950. 


The writer has been treating with good success various dermatoses on the theory 
that they represent allergic or sensitivity reaction to bacteria or their products. Twenty 
consecutive cases of psoriasis and 8 of pustular psoriasis received marked benefit: 6 
long-standing cases of seborrheic dermatitis were cleared up as were 23 cases of 
eczema-dermatitis and 27 of erythematous and papular dermatitis. The treatment 
consists chiefly in giving sensitized vaccine, building up rapidly to large doses— 
occasionally as much as 30,000 million organisms must be given to secure maximum 
benefit. The nature of sensitized vaccine and the author’s method of giving it are 
described. The names of numerous writers are cited as having favored the idea of 
bacterial allergy as the probable cause in certain so-called skin diseases. The work 
of Storck in studying over 100 cases of eczema seems particularly convincing. The 
author feels the vaccine was the important part of treatment for a number of reasons, 
such as cases where improvement was very prompt, cases where there was no change 
in local treatment, the testimony of patients concerning a “different feeling in the 
skin,” marked remission of a few days duration after each inoculation with sensitized 
vaccine, many cases who have had good standard previous treatment without much 
benefit, etc. Five case reports are given. The author expresses the hope that other 
workers will help to investigate this type of treatment. 5 tables. 1 figure.—Author’s 
abstract. 


Dermatomyositis in Children. HANS SUNDE, Copenhagen, Denmark. Acta paediat. Upps. 
Fasc. 3-4:287-308, 1949. 


Two instances of dermatomyositis in children are described, showing most of the 
symptoms pertaining to this disease. In both cases the diagnosis was confirmed clin- 
ically in collaboration with a dermatologist and a specialist in physical medicine as 
well as by skin and muscle biopsy in one case and by muscle biopsy in the other. In 
case | the onset was insidious without demonstrable prodromata, and the disease took 
a chronic course. In case 2 the onset was very acute, strikingly suggesting that of an 
infectious disease. There was relapsing angina, which several authors emphasize, as 
frequent in these patients. The course was violent with exacerbations and remissions 
and distinct vascular symptoms. The antistreptolysin titer, strikingly high early in 
the disease and varying throughout its course, was suggestive of streptococci as a 
causal factor. It was significant that penicillin showed no definite effect, however, but 
salicylate seemed to have had a favorable effect in febrile periods. 

Discussing the etiology, it is obvious that nothing definite can be said, however, it 
seems possible that dermatomyositis represents a morbid condition with hypersensi- 
tiveness of the skin and muscles to a circulating antigen or bacterial product. Several 
things might be taken to indicate that this is not specific. On the other hand, it may be 
pointed out that in the literature streptococcus infections are mentioned as constitut- 
ing a frequent complication. The prognosis and the treatment are briefly discussed. 
The treatment is symptomatic. Protection against infections during the course of the 
disease is important. 
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In an “addendum” it is mentioned that one of the patients (case 2) later on devel- 
oped a slight bitemporal hemiamblyopia. By operation a mostly suprasellar tumor 
was completely excised microscopic examination showed the picture of a cromo- 
phobe adenoma of the hypophysis. Roentgenograms of the skull have indicated the 
existence of the tumor at the same time as the patient was suffering from dermato- 
myositis. 18 references. 8 figures. 1 table-—Author’s abstract. 

Publication of the abstract of Dr. Hans Sundes’ article was delayed due to the sick- 
ness and death of the author. —Fditor. 


syphilology 


Penicillin-Arsenoxide-Bismuth Treatment of Early Syphilis. Follow-up of Patients 
Treated in 1947 in Oslo Municipal Hospital. HERDIs GUNDERSEN, Oslo, Norway. 
Acta Dermat. Venereol. 50:442-44, 1950. 


Ninety-one patients suffering from primary, secondary and early latent syphilis 
have been treated in Oslo Municipal Hospital during the year 1947 on the following 
schedule: 5 million units water-soluble penicillin (50,000 units every three hours 
day and night for a period of 12.5 days). During this period arsenoxide was given 
intravenously, one injection three times a week for a total of eight doses (about 400 
mg.). Twice weekly 1.5 cc. bismuth oil was also given intramuscularly, a total of 12 
injections. 

Few complications have been observed due to this treatment (one threatening 
agranulocytosis). The follow-up of the patients consisted of clinical examination, 
serologic determinations, and spinal fluid examinations. 

The duration of the observations was from six months to two years. Thirty per 
cent have not been re-examined and 6 per cent were omitted in the records, the dura- 
tion of the observation being less than six months. Of the 64 per cent re-examined, 
13 patients suffered from primary (all seropositives), 32 from secondary and 13 
patients from early latent syphilis of about half a year duration. Fifty-two per cent 
have been observed from 1.5 to 2 years, 29 per cent from 1 to 1.5 year and 19 per 
cent from 6 months to 1 year. 

The results of the serologic tests were as follows: 85 per cent were seronegatives 
(among those all the primary syphilitics), 10 per cent were improved, and 5 per 
cent were seroesistents. If we include the two last groups in the failures, the rate 
will be 15 per cent. Ten per cent of the patients have been retreated, of whom one 
patient had a clinical relapse. Fifty-three patients had a cisternal puncture done on 
admission, 46 had normal findings, 8 showed pathologic changes, Twenty-six patients 
had a control examination of their spinal fluid 1.5 to 2 years after treatment, and 
4 of the patients with pathologic findings have not been followed. Two had normal 
spinal fluids and 2 showed definite improvement. The others re-examined had all 
normal spinal fluids. 4 tables.—Author’s abstract. 
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Cardiovascular Syphilis. c. s. Nico, London, England. Brit. J. Ven. Dis. 26:109-25, 
Sept. 1950. 


This paper reviews the literature on cardiovascular syphilis during the last 15 
years. The material is discussed under the headings “Aetiology and Pathogenesis,” 
“Syphilis of the Heart,” “Syphilis of the Medium-Sized Arteries” and “Syphilis of 
the Great Vessels.” The last heading is subdivided into (i) Uncomplicated aortitis 
(ii) Coronary ostial stenosis (iii) Aortic insufficiency and (iv) Aneurysm. Methods 
of diagnosis and their interpretation are considered, including the use of the electro- 
cardiogram x-ray fluoroscopy, and angiocardiography. These are sections dealing 
with prognosis and treatment. Methods of treatment are divided into (i) genera! 
medical care, (ii) surgical treatment, and (iii) antisyphilitic therapy. The problem 
of the Herxheimer reaction in relation to the treatment with penicillin is discussed. 
102 references.——Author’s abstract. 


Penicillin Treatment of Syphilitic Infants. oLe ENKvistT, Helsingfors, Finland, Acta 
Dermat. Venereol. 30:445-47, 1950. 


In the state hospital for syphilitic children in Finland, 157 infants under 2 years 
were treated with penicillin during 1946-48. Sixteen of them were between 1 and 2 
years old, the rest younger. One hundred and thirty-one suffered from congenital 
syphilis, one from acquired syphilis. Twenty-five received prophylactic treatment. 
since their mothers were syphilitic and had been insufficiently treated during preg- 
nancy. Eighteen (13.7 per cent) of the 131 infants with congenital syphilis died. 


The diagnosis “lues congenita” was based upon clinical symptoms and increasing 
titer of the serologic reactions. 

Sixty-eight patients received penicillin combined with other treatment, 63 penicillin 
only. In both groups therapy was initiated in the same way: 200,000-300,000 Oxford 
units of penicillin per Kg. of body weight divided between two equal series of injec- 
tions of 8 to 10 days each with an interval of two weeks. In the group “penicillin plus 
other treatment” the patients subsequently received bismuth and neoarsphenamine 
continually for as many months as they had been untreated before their syphilis was 
discovered. The doses consisted of 30 mg. neoarsphenamine and 15 mg. bismuthum 
snbnitricum per Kg. body weight. Commercial yellow sodium penicillin or white 
pure penicillin G was used. In the group “penicillin plus other treatment” 51 of 68 
patients were seronegative within four months of the beginning of penicillin therapy, 
9 attained Wassermann-negative later, and one is still Wassermann-positive 10 months 
after the beginning of treatment. Two serologic relapses were observed. 

Among the 63 children treated with penicillin only, 27 became Wassermann-nega- 
tive within four months and four later on, while 17 died. Fifteen still have too short 
follow-up periods for significant conclusions. Superficial mucocutaneous symptoms 
were cured with penicillin in a week. Thirteen cases of Parrots’ syndrome required 
10 to 15 days, deeper bone lesions three to four months to be cured. 

Twenty-five patients received prophylactic penicillin treatment. This consisted of 
two series of 100,000 units per Kg. body weight each with an interval of two weeks. 


100 « INTERNAL MEDICINE march 1951 


“a 

| 

j 
wae 
a? 


No complications occurred, and all patients are well. An obvious Herxheimer reac- 
tion with fever may be diagnostically useful in these cases. 

It may be concluded that penicillin only, possibly preceded by a short desensitiz- 
ing treatment, constitutes the most convenient therapy for infants under 4 months 
of age. We emphasize the importance of early penicillin treatment of infants with 
congenital syphilis. 1 table-——Author’s abstract. 


The Effects of Induced Fever on Cerebral Functions in Neurosyphilis. 4. HEYMAN, 
J. L. PATTERSON, JR., and F, T. NICHOL, JR., Atlanta, Ga. J. Clin. Investigation 
29:1335-41, Oct. 1950. 


Fever was induced by typhoid bacterial pyrogen or malaria in 13 patients with 
asymptomatic neurosyphilis and 14 patients with dementia paralytica. The effects 
on the cerebral blood flow (CBF) and cerebral oxygen consumption (CMRO,) were 
determined. 

Patients with asymptomatic neurosyphilis had a normal CBF and CMRO, in the 
afebrile state and showed only minimal changes during fever. Patients with dementia 
paralytica, however, showed CBF and CMRO, values which were abnormally low 
in the afebrile state, but which increased on the average by 30 per cent and 24 per 
cent, respectively, during fever. 

It is apparent that the brain in asymptomatic neurosyphilis does not share in the 
increases in cardiac output and total body metabolism which are known to occur 
during fever. The tentative assumption is made that the normal brain has a response 
to fever similar to that of patients with asymptomatic neurosyphilis. 

The possibility that the beneficial effects of fever therapy in dementia paralytica 
are in part related to the increase in cerebral blood flow is considered. 13 references. 
4 figures. 1 table.—Author’s abstract. 


Dual Testing for the Serodiagnosis of Syphilis. vp. 8B. coLQUHOUN, Glasgow, Scotland. 
Brit. J. Ven. Dis. 26:139-41, Sept. 1950. 


From all the attempts that have been made to perfect the specificity and sensitivity 
of alternative tests to the Wassermann reaction, there has emerged the conviction 
that for the serodiagnosis of syphilis no single test suffices but that confidence is 
most wisely placed in an opinion based upon the results of both a flocculation and 
a complement fixation test. 

Dual testing being essential, it is not necessary that both tests should be done in 
full as 80 per cent of routine specimens are serologically negative. The F.R.C. test, 
using unheated sera, is put up in full on the day preceding the Wassermann test and 
read the following morning. All negative sera are submitted to an abbreviated Wasser- 
mann test consisting of one antigen serum test tube and one saline serum control 
tube. The positive and doubtful sera are each allowed three test tubes and one con- 
trol tube. 

Complement is incorporated with the antigen for addition to the test and in saline 
for the control tubes, the volume of 0.5 ml. of the dual reagent lending itself to more 
accurate and easier measurement than 0.01 ml. of neat complement. 
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A decimal system of pipetting and arrangement of the tubes in racks obviates 
errors in pipetting. 

In the survey by Colquhoun and others (1945), had the abbreviated test been 
applied to the 8,342 sera investigated, the technical labor would have been reduced 
by 13,905 tubes, and 69,530 doses of complement would have been saved without 
any sacrifice of useful information. 

An appendix describes the standardization of the alcoholic antigen extract pre- 
pared from dried ether-exhausted bullock heart with cholesterol to 0.2 grain per cent. 
6 references. 1 table —Author’s abstract. 


Modern Treatment of Syphilis. EVAN WILLING THOMAS, New York, N. Y. Bull. N. Y. 
Acad. Med. 27:175-83, March 1951. 


The treatment of all types of syphilis can be completed in most cases within 15 
days. Early syphilis can be successfully treated in over 85 per cent of cases by two or 
three injections of 1,200,000 units of procaine penicillin in oil and aluminum mono- 
stearate (PAM). For active neurosyphilis 15 daily injections of 600,000 units of 
PAM are advised. For other types of late syphilis from 6 to 9 million units given 
over a period of 10 to 15 days are advised, Daily injections of PAM are not essential. 
Doses of 1,200,000 units can be given two or three times a week, if desired. Metal 
therapy is rarely, if ever, needed. For penicillin-sensitive cases, aureomycin can be 
tried in doses of 4 Gm. a day for 8 to 12 days. Penicillin has proved to be superior 
to arsenicals and bismuth in the treatment of all stages of syphilis. At Bellevue Hos- 
pital penicillin has produced as good results in the treatment of all types of active 
neurosyphilis, including general paresis, as has malaria therapy. 

The great problem in the management of syphilis is to distinguish between active 
and inactive infections. This can be done with reasonable accuracy when demonstrable 
lesions are present and also in neurosyphilis where the spinal fluid examinations 
have proved to be a reliable guide to the activity of the infection. Activity is indi- 
cated by the presence of positive specific tests, increased cells and/or high total 
protein values of the spinal fluid. Falling titers of the specific tests, normal cell counts 
and steady improvement in the other spinal fluid tests are reasonable proof of inac- 
tivity. The effects of treatment of latent syphilis and cardiovascular syphilis are 
difficult to determine, but, by analogy with neurosyphilis, from 6 to 9 million units 


of penicillin should arrest the infection in the great majority of such cases. 2 refer- 
ences.—Author’s abstract. 


book reviews 


Methods in Medicine. By GkoORGE HERMANN. St. Louis, Mo., C. V. Mosby Company, 
1950, 479 pages. Price: $7.50. 


This book is divided into five parts: Methods of Routine Case Study, Clinical 
Laboratory Procedures and Tests, Methods of Clinical Investigation, Therapeutic 
Methods, and Dietetic Methods. The preface states that the manual has been planned 
as a practical ward or bedside guide for the clinical investigation of the common and 
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some of the more rare conditions. The intern, the resident, and the practitioner, it is 
hoped, will find in it the methods he needs in solving his usual medical diagnosis 
and therapeutic problems. 

The reviewer feels himself competent to discuss only the portions of the book deal- 
ing with laboratory tests—the 116 page part II and the many tests listed under Spe- 
cial Studies in Patients with Nutritional Diseases, Metabolic Disorders, etc., in part 
III. It is believed that the clinical investigator might better refer to standard labo- 
ratory manuals rather than to this book, for the directions given for performing 
some of the tests are incomplete, and in some cases no reference is given to the orig- 
inal paper so the missing directions might be found. This is true, for example, of the 
procedure for the determination of urine urobilinogen. A number of small errors or 
misprints could give trouble (p. 264, a tube 14-16 cc in diameter; p. 43, Sahli method 
for blood hemoglobin—allow to stand [with 0.1 N HCl] 30 seconds until the maxi- 
mum full color has developed). 

There are a number of obvious mistakes in the directions given. For example, in 
the blood cholesterol procedure (p. 142) one is told to extract the cholesterol with 
a mixture of alcohol and purified water instead of with alcohol and purified ether, 
and the final calculations given are incorrect. The section on blood chemistry advises 
the use of mixed potassium and ammonium oxalate as an anticoagulant, but no men- 
tion is made of the interference of ammonium salts in determinations of nonprotein 
or urea nitrogen. 

There are a number of mistakes in the ranges of normal values listed for different 
tests. The normal serum cholesterol is given as 180-200 mg./100 cc. (p. 154); the 
two hour excretion of urine urobilinogen is said to average 1 Ehrlich unit (p. 63) ; 
the serum alkaline phosphatase by the method of King and Armstrong is given as 
up to 1.5 units (p. 140); total chlorides in whole blood are given as 550-650, while 
normal serum chloride values are listed as 350-390 mg./100 cc. 

The great number of misprints and errors along with the lack of completeness 
would make this a poor laboratory manual for interns, residents and practitioners 


to follow.—Lester D. Ellerbrook, Ph.D. 


Principles of Internal Medicine. Edited by T. R. HARRISON (Editor-in-Chief), PAUL B. 
BEESON, WILLIAM H. RESNICK, GEORGE W. THORN and M. M. WINTROBE. 53 contrib- 
utors. Philadelphia, Blakiston Co., 1950. 1,590 pages. 245 illus. Price: $12.00. 


This encyclopedic volume, containing 1,590 large pages (eight and three-quarters 
pounds) of concisely stated facts, covers a much wider field than the conventional 
textbook of medicine. In the usual medical curriculum, much of the material pre- 
sented would be covered under other headings, particularly biochemistry, bacteri- 
ology, immunology, as well as pathologic anatomy and physiology. The inclusion of 
such material, which has a direct bearing on the pathogenesis of disease syndromes 
as well as on practical problems of diagnosis and treatment, will help greatly to a 
clear understanding of these subjects and is a valuable feature of the work. 

Another departure consists of the devotion of almost a third of the book to what 
the editors term “cardinal manifestations of disease.” These include pain, weakness, 
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dyspnea, cough, various types of circulatory insufficiency, edema, impaired renal 
function, “indigestion,” jaundice, anemia, as well as disturbances of fluid and electro- 
lyte balance and intermediary metabolism. Such factors enter into consideration in 
many different specific diseases, and such treatment avoids needless repetition and 
also gives a clearer and more comprehensive conception of these subjects than if the 
material were widely scattered. 

Nutritional, hormonal, and metabolic disorders are well covered, as well as the 
infections and the usual “diseases of organ systems.” 

The contributors have been chosen with care, the articles are authoritative, and 
in general they are adequate, clearly written and well up to date. 

The first reaction of the reviewer on surveying this book was that it is much too 
large for a student's textbook. It would, indeed, be a huge task to read it under- 
standingly from cover to cover. On going over the chapters in detail, however, it is 
difficult to find much material which one would care to omit. Padding has been care- 
fully avoided, and in general the presentations are as concise as is feasible for a 
clear understanding. The book is, nevertheless, primarily a reference book. As such, 
it will be of great value not only to undergraduates but to graduate students and 
practicing physicians as well. For this purpose it is highly recommended.—P.W .C, 


The Low Fat Low Cholesterol Diet. By ©. VIRGINIA DOBBIN, HELEN F. GOFMAN, HELEN 
€. JONES, LENORE LYON and CLARA-BETH YOUNG, New York, Doubleday and Co., 
1951. 371 pages. Price: $3.45. 


This book is written primarily for the layman. It is not a polemic in favor of the 
restriction of cholesterol, and it does not include a discussion of the role cholesterol 
may play in the pathogenesis of cardiovascular diseases. Neither is it a treatise on 
nutrition. It is primarily concerned with outlining menus in which fat, cholesterol, 
or both are restricted in varying degree, when such restriction is prescribed by a 
physician. 

There is an adequate discussion of the content of cholesterol and fat in the usual 
food stuffs and simple directions for adjusting the diet quantitatively with respect 
to these substances. The book also includes a large number of recipes for preparing 
dishes which are palatable in spite of their low fat content. Although the reviewer 
has not personally tested their palatability, it is obvious that these recipes should be 
of great practical help in preparing a diet which can be tolerated for protracted 
periods. Many would not be suitable, however, for those who find onion or garlic 
objectionable or who are highly sensitive to the stimulating action of condiments. 

The book will also be useful to physicians who prescribe diets low in cholesterol 
in formulating specific instructions for those patients who require them. The book 
is recommended for the purpose for which it is intended.—P.W.C. 
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THE WASHINGTON INSTITUTE OF MEDICINE 
IS PRIVILEGED TO ANNOUNCE 


The International 


RECORD OF MEDICINE 


A Journal of Advanced Experimental and Clinical Reports 


ORIGINALLY PUBLISHED AS THE AMERICAN MEDICAL 
INTELLIGENCER, FOUNDED IN PHILADELPHIA IN 1837 
THE NEW PUBLICATION WILL BE A MONTHLY JOURNAL 
OF ADVANCED EXPERIMENTAL AND CLINICAL REPORTS 
APPEARING JOINTLY WITH GENERAL PRACTICE CLINICS 


Papers will be published within 60 days ajter acceptance to assure 

immediate scientific recognition, to stimulate further study and to advance 

practical application. Original contributions, review articles, case reports, 
seminars, clinics, symposia and abstracts are invited. 


MANUSCRIPTS TO BE SUBMITTED TO EDITORIAL OFFICES 
INTERNATIONAL RECORD OF MEDICINE 
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‘Terramycin 


HYOROCHLORIOE 
New Council-accepted broad-spectrum antibiotic 
orally effective—well tolerated 


1. Terramycin may be highly effective 
even when othier antibiotics fail." 

2. Terramycin may be well tolerated 
even when other antibiotics are not.” 


Suggested for: acute pneumococcal infections, 

including lobar pneumonia, bacteremia; acute 
streptococcal infections, including erysipelas, septic 
sore throat, tonsillitis ; acute staphylococcal infections ; 
bacillary infections, including anthrax; urinary tract 
infections due to E. coli, A. aerogenes, Staphylococcus 
albus or aureus, and other Terramycin-sensitive 
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organisms; acute brucellosis (abortus, melitensis, 
suis); hemophilus infections; acute gonococcal 
infections; lymphogranuloma venereum; granuloma 
inguinale ; primary atypical pneumonia; typhus 
(murine, epidemic, scrub) ; rickettsialpox. 
Dosage: On the basis of findings obtained in over 150 leading 
ical research centers, 2 Gm. daily in divided 
doses q. 6 h. is suggested for acute infections. 


Supplied: 250 mg. capsules, bottles of 16 and 100; 
100 mg. capsules, bottles of 25 and 100; 
50 mg. capsules, bottles of 25 and 100. 


Antibiotic Division 
CHAS. PFIZER CO., INC., Brooklyn 6, N.Y. 
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